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w m # 

[oooi] ^mm\x^^4m^mit^m^mmmBW^^t^m^^ 
[0002] mmmmfe (oa) ^v^^mmmm (ra> ^ommmommmtvxtT 

[0003] z.<D£vmffimz£zffi iMttt^fD^KTOi^j 
(NSMDsxteNSAiD^i^o ) ^mmv^^omm^^-r^mBmrn^wj 

lis NSAIDs«Jl3£$;fx, M^SrtfgtU &»£!|^r3*Tic^5<^*« 
iS*^i-}Cfi^:fi(ONSAIDsOflgffl^^g(C^oTV £©«fc*S<0NSAIDs& P 

[0004] tT/Vny^f*, N-T*f-/WD-^/V=»f-5y^D-^/^aySftO— »¥^fc* 
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[0005] NSAlDsimb1TMM*tT/l'V^mKmALtiWbLX\% mm^Wmxh^ 

[0006] flhfcfc, tT/PDy^7K^»/^^^K-e^i4>fbL, *ftlc#tt«3K&£j£3 
(Rpt-x) ««tfWa/cJ8v\ tr/vpy»^a^om»JSr*AU/t«ll (#fF£igK3) 

^099/59603 
^fF^C^2 : ^gg5p3-502704 
tfttlfcttS: #K T-9-1 88705 

[0007] E&&aHCNSAiDs&&A1-<5£i K,Wnsaids©& p £SiMls*»Mtev * 
E&ttAUti|-8\ NSAlDs©&#©#|*!$|H)W:*Sa< £©J:5fc 
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[0008] *%w%b\*. ±ie a #j&#itu mni&Mvmmz&A^z&mitLx 

[0009] Z<D%H^ &fcftX* / ^£H?%ffi&%%T%^~V-&frLXmAlDs J $> 
DMARD^fcT/Un^^(C^A$nfc^^^±|E § iftKjgL-O^^ 

(&£t#J) ^LTaA^|g^^i:L-CflJfflRr^Br»NSAIDs^AtT/WD^f| 
^^Bj^DMARD^AtT/Vny^^^^^^i^BWL, 4:$PJ£r^ 

[ooio] -T^^^lgiMii^TWiiOT^o 

[oon] (2>^^^#;^^ ^^ri^mk^mt^Rximmwmmv)^^-^ 

[0012] (3)^^k^^^ ^/V#dri/yVS^LTV^±|B(l)X«(2)|E^(DtT/H3 

[0013] (4)^^b-a-#>^, f-yf-zv^, T*t°y^ ^^.a^, M^-tASk y/w? 

^^P7it^, *y>^;5\ 7iy/7iy, "OK^s^ 7lr^v^ % 7 
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o^y^n^rt^, T^/y'uy^y, f)VYy°uy^y s 7V* 

[0014] (5)*^-1>— tT/Vn>'^^^-rS'B-tgSS.Ut^^b^t)^^'r5'i' 
IMS^^^^<^ lo^±^-LTV ^^^-Cfc^iiB ( 1) - (4) (Dffifrfr 

[0015] (6)*^— 9—/^ ^^2~18<Z>^T^7/K*7>, ®&&£^L-tVTt>J:V^ 
^i!i:2-12(^T^yT/V^T/W=i-/^^T5y^^jl^$tL^±|E(l)-(5) 

[0016] (7) tT7Vo>-j^<DMl:TO^l:^500,000-3,000,000"CfcS±E (1) - (6) ^ 

[0017] (8m&mfc&mK ^r^>m<DmmL2m^^ti'05-5o^v%m^ti 
rv ^±ib (1) - (7) <d\ ^-ftifr\cmm<DKT/isti>mmmfc* 

[0018] (9) fcr/^P^^^^^^K^^^b-a•^^*^r^^-c^LTv^5tTy^ 

Y-CO-NH-R 1 - (O-R 2 ) n (1) 
Y-CO-«fcT/Vay^0^r^W4l^a^L,R 2 ^Z-CO--e^$^5# 

m^mO, -HN-R-CO-Jn^nliOhKDdriy/VS^^-t-^H N-R'-(OH)nt 

2 

v ^$c2- 1 2<d M.mh^ ^ftm^-rz>mk*M&*Bu -co-NH-«t 
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[0019] (io)0x^v4b*im,&mk&mh r^(2)x*7f;£tiz>ik-&%}-?hz±M(9) 

[0020] Mfcl] 



[0021] R 3 ^MT7^/VS^^MT/V=i^^vS/5^5i^^tl5gmSX«7K^M 

[0022] (ii) ^rn^Ktt^^^b^^, vtvy^i-fxittcDMmfcx-h^m do 

[0023] (i2)±ie^;(i)(c*3Jt§R 1 ^, g^s^LTVN-r^v^^v^s, Nwvyg 
x^^nt:v^s-efe5±iE o) - (i i) vf ti^m® (DtT;vv ^mmm& 0 

[0024] (13) tT/VPV^, U&m&mt&V>}$:fcfo&^Zi)\ ^L<«, 

^<b^X@^tp ^cJ:oT#bn5S, ±IE (l) - (12) .vfftjWcfEfc 




(2) 
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[0025] d4) ±.mr^ymmm^imm%^^mmmmLxn^Mmmf>K 

0.45 n nu E^25mm) £l#^K:2mL£(±Mi® »jmX&Z>Z.b*!$mbtZ>. ±IE (1) 

- (13) <d\ ^nMmffiotT/uvymm^fto 
[0026] (is) ±fztT/uuymmmft%imm%X'A&mmmffiLxnbtimmK 

24V:o)nmgii*T. 5.0kg/cm 2 <D*PJET-e#7L®^/^- (?L&(#T1MX) 
0.22 Mm, e#25mm)^l^P^tC2mL^±iljgTO-Cfe^<b»^1-§, JhiE(l) 

[0027] (16) ±|E ( 1) - ( 1 5) <DV ^Ttl/{i^'lE^OtT/Wn^i?^##:^7Kti^#:('^L 

[0028] (i7)*«fl^\ l^g^ms^*, ^a^TK^^attfflTK^^SI^^tL 

5*ttl£{re&5±fB (16) |5*OtT/Wpy^^#^^ 0 
[0029] (18) iti®^£*l7c±!e ( 1 7) IB«CD tT^n^ft^tt^o 
[0030] (19) ±§B (1) - (15) (DV^/i^CgEft^tT/WP^^^^^jc^^LT-^ 

[0031] (20) M^«#J, ^«*fcii«ffi^ljr*fo5, ±iS (19) fE*tf>3£#J 0 

[0032] (21)#&P&M-e&5, ±|B(19)X(i(20)fB^O^J 0 

[0033] (22)^0fSM^^A^|-Cfo^, ±iB(21)fB«O»| 0 

[0034] (23)iaifi&^ffl<D£A#J-Cfc5, ±12(21) XfS (22) fe*ctf>3£#Jo 

[0035] (24) ±§E (1) - (15) <£>V ^tlM^mvtTfrnymffiMftZmW&ftbLX^ 

[0036] (25)±f5(16)- (18)OV^•f ^^IS*OtT/VnV^##:«^ x 

[0037] (26)^m^titcmm^±m(i9)-(24)(D\^-rfiMz.Bm(Dmmxh^ ±m(2 
[0038] (27) _t!E (i) - (is) <d\ ^^Mmm^r /vuymmm^^m^mm^H 



WO 2005/066214 



7 



PCT/JP2005/000125 



[0039] (28) ^w^x^m^fi^mm^^^-^-m^mt^m^mm^ 

[0040] ^QLfcftXftMisnbZnm:^^^-^-^, i?T$;T/V*>, t^jt;v 

^T^-^tztrr^/mom&vh^ ±e(28) izmrnvmrnfto 

[0041] (30)4#rt^^H5*^Sr*i-5^^-f--#, SB****— 0— 15H-K:» 

L2m^±(om0kmt^m^^\M^t^m<D^mxh^ ±be (28) x« (29) 
[0042] (31) fam.\k%m-h\ wf-Mk, r^v>, *7*i-j>m s w^y^i-^m, y^y 

a^Alt ^P7xt^ % ^!)^^ % 7sJ^7s>, -f^K^S/^ 7ir>^», 7 

X7:c-*-^\ «p-K9*\ 7*;Hf*7-^ % <47*7vyzc.y^ y;v;v\fy°uy=^y, ^rY-fxiy 

^y, i-fn^±y^ -fyjy°ny^y s y*.;y°vy^y, ^77071^, 

ni/V, n^y^n^rci/, 7A^J7xx7x.l/^ If/Wh^n^^ fcWv-;^ tV^t 

±15(28)- (3O)0>Vvf n^iniCllfr, 
[0043] (32)##*rgT&5, ^7 i ;V^*fc«T^K^'a-r*fe?>, ±|E(28)-(31)<7)1 vf 

[0044] (33) Ti25£ (3) 7?^£*V5±ie (32) SBfitfJftJIMfc, 
H N-R'-(0-R 2 )n (3) 

2 

R 2 «Z-CO-T^$tt6^XD^Ktt^^b^^^SX«7K^M-7-^b(fI 
U £T#**JB^P?*>3i^&KKK H N-R*-(0-)nttn^(OtKodf-^S* 

2 

N-RMOH)n^$tl^^-^-^-^^<©^^-f--^SSr/"i<L, R 1 

2 

^^^^#^*/V^^StO^r/V^^^ 0 n«l-3©SEl^^r 

o 

[0045] (34) tT^ny®?^^— ^-^^^^b^^^^^^-frSdN ^L<fi, 
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[0046] (35)^T/Vu>mt^-^-^^mit^mt(DR^^, ^L<«, ^ 

[oo47] *&mz.£o, ^w-^x^m^omm^^^-^-^uir/vxiym 

mm^x^Lx\^&mm^m^^t^mmA\:T^u>-mmmm 
sir. *%mmm2ths% ft. mm<D^mmmt^mmmm2^^x, # 

o 

[0048] [iai]9yh^7^=^^^^{^r^«^r^ria^fc5e 

<5o 
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m5]yyH%mmMMm^m^fMzM-rmAm (ds) <dh#3t$ n/v- 

AtTyVP>^(65kDa) ^ ^7 ^^P^V-i^n^^^AtTA-o^ 

[|!|9(a)]COX-2^^i-§^n7^^hy^A^J,feJ;t^^n^^^AtT 
/W^MffiMfoOfcM (in vitro) ^1-0-e$?5o 

[IH9(b)]COX-2^^1-5tT/Vn^^ hV ?J*¥%L n^^^^AtT/V 

(in vitro) ^1-m-efc^ 0 
[imo(a)]7^Ti^/^r-M» (AIA) ^x/M^rST^/^K&^&lC&tt-S 

[EHO^yhT^/^^hgaai^ (AIA) ^x/KC^-fST^^K^-^Milfe 
tt^^n7^^^AtT/Upy^^fr(DK#^^S^J^:^1-|ilT*foSo 

[0049] ^T. ^W^II0J<z>|IJfe©M(cJ:«9l¥ia-t-5o 

KM^Tf*, tt&mt&Mb\t, ^^^^^^^^^^(NSAIDX^NSAIDs) 

Rxfim&mm&w^^k&m (dmard) ^brnmn^ 

**5, TNSAIDsj tt«R«Mfc-&«as^jB**L-Cl ^#*f t n^mft#S£fb<£to& 
lr\ TNSAIDJ O^xo^Ktt^^b^ftSrlti-^t 
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[0050] *mm®wmi¥xTv^m!c&mik&mm%w&\zxf&&i.x\ ^tr/vn 

HA-SF-NSAID (4) 

[oo5i] *fc, ^mmn2immmm^m^^<t^mtm^^Kx^Lx\^\i 
Tfrvymmmfrxh?). m^mmm\mr<DXo^-^(5) xm$*i% 0 

HA-SP-DMARD (5) 

[0052] frmmmmz, ^mm^fm^mvh'o, *<Dmmmmm-tmwixhz> 

o 

«Effl»*^tf*»tt» «Ktt«?**!fcu Mtfcmmmtm*. v^wmzmk 

[0053] #3&^®^ffll^^tT/VP>mte, N-T-t^WD-^Vaf-^ytD-^k^D 

LpiAm&LxMf^}iityv*v$.;yv*y, ^mmnm^hz>KT;vxiymx 

[0054] tT/WnyH©MS;5p^^l:li#(CPl3t§tl^V^S, 10,000-5,000,000^1)^ 
§4x5. 0£U (2500,000-3,000,000, J:5»*UW:B8»^f&!RSIi:bTfl3v^*L 
TV ^^*&-Cfc§600,000- l,500,000&£m, 500,000-3,000,000^^^50 

[0055] jfcfc, ^^{^V^fe^fcT/Vn^fift|^^^LTl^V^lttLfc^«g-Ct>^ 
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[0056] *%W\Z-&rtZ>fc#kmkft%>)<n-'- o-Cfc5NSAIDs£L/tf3\ ^xunTtt 

x*y?vy*j-?, %>ys?>7, y^yyy^y, jy^^yy, r±/^yy, rvy^t 
? > x-VYy?, y^;v\f-f^, y°vt°*ym%kNSA\DskLX4y°zfvy*y, 
T'n^^y, ^-h^ny^y, -ty°v*±y s y°yjy°xiy^y, y^j-fxiy^y, 7-t~? 
vy^ym, •fr*y-y°v*Jy, v*yy°uy^y, T;v^y°ny^y, -f;vYy°viy^y 
;t^v'#A^NSMDs£LTfc°P^v'#2^ TV^rv^i^ n/k/^-v^A, ^P^v*- 

[0057] ^^M^SNSAIDs^LTfcJ:, ^^b^it^^^^^^X, 

mLx\,^mm\^^x^-^-o^m&^mnir^tmmxh^ 

[0058] Mk2] 




(6) 
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[0059] Wb3] 



R 3 



COOH 



NH 




r 4 ' y ^ 

R 5 

(2) 

[0060] R 3 «{£^T/V^S^0«T^^^/v^^^^$n§gmSX«*^E 

[0061] R 3 «, R^^LTl ^-<^-fe?y^*Sl ^TtfyVtf^S^TvV'S&ltiU 

±IS5£(2)T^£;ft&ffc1^£LTf2, fl^tf, WO99/11605J!l|E««Mk^ 

[0062] ^K^fefj-^^-oO^^b^T^DMARDIi, iiS, WJ^^MtL 
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[0063] ft*3, *&mtt5V$8i&m{t&Q3klX\*> ±M\mW<DNSMD J $>DMARDtf& 

&5, Jf&mWtt^ &f L^iam<7)NSAIDX(iDMARD^#A$iXTV^ 
i&gfcttKC 2«^±©NSAIS^DMARD£af ALTl ^fcT/H^g^ti^ 

[0064] tUIB(DSPT^$n5^-f— ^frrtT^^^^TOW-r^^-f- 
--e&«3, tT/VnV^t^-r^WieS, RXf, NSAIDsXISDMARD^-^-rS'B' 

l9W$i^SNSAIDsX«DMARD^a^W1-tl^i#^-KS$^tC>-e«^V^^ 
[0065] V—ikftyrKD-gmm*. tT/Vny^^NSAIDsX{iDMARDi(D|§ 

^/^^vm^mvx\^^-^-it^^m^iir^t^x^o 

[0066] NSAIDsXtiDMARDt^^^-f— 'fb^O'R'tgSt), NSAIDsX 

ttDMARDO*LTV>5'i'tgS{C^t>*3i^-etSo fcl*.^ *»SSr#UTV^ 
NSAIDsXfiDMARDO^^/V^^/V^igr^r-f-5^— <b#*S^R-f 
ftl&^/HNf'frlz: J:9^-Ct, ^/V^VVI^^L-O N <5NSAIDsX {iDMARD 
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^hSfc^LTV *5NSAIDsXttDMARD©#g\ */^^^/H^ff 
[0067] ^^^-C^^OL^^^^LTNSAIDs^fiDMARD^^/H^ 

^^-f— ^-^^«±^«t % fcT/Vn^^NSAIDsXftDMARDO^ffiC^ 

[0068] ±m(Dm^r^>mRmsAiDst<Dm^m^%^tcm^^-^-it 

7/VzisVtfmfbtlZo 
tfz, l^ r t 1 ^NSAIDsX«DMARD^-a-t-^^tbb'B'|gS : Sr2ffi^±^L-C^ 

Z^—t-fc&m («T, £4iffi;v<-iJ— ^b^^»^v>5>) ■Cfe«b*v\' 

[0069] #HB5*'<~ f~< \kftm*mWUtWrfts lo©^- U— «$WNSAIDsX« 
DMARD?r^B#f^^-rs^^pJtg^^ o .fco-c^ NSAI Ds X J3DMARD A"t* 

DMARD^d^f^^A-rs^^prfgf^o rtub^HK^-f— fc&m<DmtL 
[0070] z<D^m^—t- \t&m*m^z>MyY\$.s K7;vu^<DWLfrmz.%5--rz>-ti 

teDMARD£^A1-$vL£#ffl;5fc5^ ^<<£NSAIDsXitDMARD/^A£*VO >5 
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[oo7i] #3Bw*9©©£jfcfr«fcH\ ±j&<DW^m&<D*wmn&mbftz>io&x»h 
w<DmAmo±mzm \ KTsvuy®.ffimfr<DM*mmT-?% 0 

[0072] #3§W^JCl<^$^ftO-^LTte, ±frftx-ftMtsh?m&m~rzx'< 

[0073] ±ffd#ASJ^^^K^^^T/^yttti-ST/^y^a^, mmmtfT/wv 
m<Dj7&mLi,\ mmmm(o^\z.h^xhimiti-Yv^^<D^mm 

[0074] r;^mm<Dmmmmt. nr/^ym(D^^mmm^R^mti\m 
ti\ttT/\stiym\z&wz$-x.-f ^®&<DtT*uy®mmwmz>z.t&x%5 0 

[0075] fcfc, KT;Vuymz.*<<— V— RTfNSAlDsX\tDMARD%mA1rZ>%m\*, tT 
/^nym^^-^-^mALtcW^m^-^-^^T/vuymmSAiDsX 
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!2DMARD£?iA-f &5V*B\ ^ft^-f— ^NSAIDsXttDMARDfc^ 

[0076] NSAIDsXttDMARD, tT/l'Py$t&.UU'<-f— ^^tl^^^^ifeit 

[0077] fcTVVnyg^ X^-f— ^NSAIDsXit^^-f— ^DMARD, 

(EDCI -HC1\ l-^^/V-3^3-^^VT5/yotVV)^/V7^^^K^^^-v'K^)^ 

(hosu) ^N-tKn^^vywy-zw (hobo $©»^ffiJj&ajfc±K<0»e^ 
tSHEffl-f-S:^ fiftkn*7VM5fc, Bft&trtfci&Ssa^tf ^-5o rtb^f Tii* 

<Dj}/V#*i//]smt, ^-a-NSAIDsXte*^— If— ^DMARD, 3gL< 

[0078] *|§M<feM{C*5ft5tT/Wi3>^^WNSAIDsX«DMARDOa^A^«:, 

[0079] #3)§K fcfcV ^Tll, ttfHS#©*tt«^*> RTSStt Wfctt5*e> tf , NSAIDs 
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fcl90.1-80^%^W*L<, 5~50^%#£«9#£LV\, £fc> #3!l^ff£EM 
p^^^fife^tLTffiV^^, Sgp{Clfett5NSAIDsX«:DMARD<D#^)M$)5 

[0080] ±*&«^ KT/l'VyM<D*/U7$*is/l'mZJZ^-V-mftNSA]DsXltX^.~- 

T-ONSAIDs^agA$^^^{C7S5 0 ^<975/hy:t-/W^NSAIDs^t7/Pn>1!g? 
O^/V^^^S^Mb^J^«20%(Dg^^(tT/VPy^-W^^7c^Og^ 

X~mA£thtlM&, NSAlDsO#A*«3ff (D60%i^5-<bi-7iSo 

[0081] Il^^wic, «P^^®w^«^-0<Ji:LT^^t>^, tfL&mik&Vo 

mAtT/uv^mmmftz&i&Tz&n^ARfom \vr>vw timzn? ^mtm 

tto^^m^^-^-^^coffi^^^jw^A^^^^o^jt-rs^ 
g^isc tit. mu^mxh^. wn^mmxh^ 
[0082] _h^<Dfjs.B^^isi-^^ N m^mw^^mmm <D^m^mmtLxrm 

?>H5. &*3, TfE5£(l)te, ^^b^^A$tlTVN«5N-T-fe:^-D-^3 
Y-CO-NH-R 1 -(0-R 2 )n (l) 

KSAiDmmxteTkmmtt^uis.u ^x^mmi-xh^m^^o, -hn- 
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R ] -(p-)nltnm<D^^y/um^irm N-R 1 - (OH) nT*m$tlZ>X<<—V— 

2 

it&WKDx^—y—mmttu r 1 !^ m.&m&&i>x^xb&\,^mm-i2(D 

E«*>5V ^tt^tttr^TtSWbjc^SrwU -CO-NH-tttr^P^Sft©«fig«r 
[0083] R 1 \Z.3oft%m&mtL-Xn, Tft**>V& TA>tr—A>& s Ty-A'g, T;V^yjV 

[0084] ±fE5£(D tcist, Y^ooHizfcfcffiotT/vvymmffc-ffim®.-^ 

Sr^-U H N-R'-COHjniiHl^ff^^— 1f— fb&totvj^U HOOC-Zfi£cj& 

2 

flif(^NSAID^1- 0 

[0085] R 7 HN-R J -<OH)n + HOOC-Z -> (:**7VW£j$) 
-» Qftfttt) -> H N-RMO-R 2 )n 

2 

H N— R 1 — (O— R 2 )n + Y-COOH -» 

2 

y-co-nh-rMo-r 2 )!! 
[0086] R 7 teT^yS<£i!i^S£^U &fgS£LTi3\ r^o&^atLTSM<bft 
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[0087] ±15^(1) tCfcWt, R l «S^»^LTV^^V^^ic2-5(Ott^fc5V.^^ 
[0088] - *fc, ±|E5£(1) K^TfflV^SNSAIDiLTi*, ±^}C|E|!c(DNSAID^^il 



[0089] Ut4] 

8 

I 



R 8 



COOH 




NH 

X 1 wl X 2 
I 




(7) 

[0090] R^ite^T/u^/vS^^aT;V3^^;vS36^^^$^S«^S^«7KmJ® 

%wmmx\*^vyym*z*u ^<khk^^~o\t^n^v^x^ 0 x 
\ x^m-xnm^^ym^x'om^ rpxh^ymm^ximmm* 

[0091] ±m^(7)X^£tl%ik&®(Dmm&)te&\kLX\*. r^(8)RXf(9)X^tl 
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[0092] Wb5] 




COOH 



F 



(8) 



[0093] Wb6] 



cx 



NH 



COOH 



CI-, 



,ci 



(9) 



[0094] 0fl*.tf , 5£(9) W^nS^^n^a^SrfflV^^n^^^AtT/Woygftfl 

*frSr^fifcLfc»^^ ±SBS;(1) K*5Jt5-CO-ZW:TSB*(10)*C*§ti5o 
[0095] Wfc7] 



[0096] &*d\ ^n^^^^AtT/Uny^^fi, #ftfc!fc&ft«*flM8, ft^SE 

[0097] ±r*(d tt$ti&KTA>v>wm&=MWtett&ttmtontzm^&-k 

^ffl5|55tT/l-Dy^Lrii,fil:TO^l:50,000-3 ( 000,000^-r§tTyVn 

>'K^»*L<,fia^^ja5o,ooo-2,ooo,ooo*^5tr/wo^K* s iO0* 
[0098] _hBB^(D ^*ti^tr/vo>^j*r»#ife^i-s**W«jK^*5»t« 

NSAIDs<D^A#(DS)(4, tTA'0>fl^>jfclJSLr||J|Mft*>fc9, 5-50^%^ 
10-50%J&S.M#*U\, 




(10) 
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[0099] *%w%>mo**mmbL.x, ^mm^m^\±mm\mm^mxh^ 

So 5fei£Lfc«lc, ilSV^*ttSr^r-t-5tTyvn>^HtNSAIDsXH: 

JWf^^lBfc^So 1"ft:b*>, 0.45 m m©:7-fA*— 

^-lirS^^WI&JS, |»«dSRrfiBi*0, 3E^a*L<tt0.22/xmO7-fy^-«:iijg 

[0101] Jittttfctt, *»W»S*1.0fiJ|%^*^#:{^*LT#fe*v5ig»cdS, 
24 < ttf>?IHi£&#Ts 5.0kg/'cm 2 ^PJBET-e#7LK7^/P^- (fljfc (S^t'fX) 
0.45 /i m, ii:^25mm) ^rl^W K2wL&>±Mm WeaWKlfc ##*U \ 

2mL^±iiiaRTig-e&5^*s-ji»*u \ 
[0102] fi%(o«(K^in«ff«r^(qi9LiMfe, wmthJWfsu*) imm-tzmmt 

®mm%\^mxh?> 0 Mm^^mm^t^xmm^^xit, tr 
[0103] 3jK»wnsy^tt, *&w®mxh%tTji<uymffimftmMfttLx%%i-z> 
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[0104] ±.&<DmK*mmmmz, y^^-m^cxmm, mm, mMfr*imxhz>o 

[oio5] *&mmm&* #mn&*mmm*mffi&*mmmtLxm\,^b&-%mxh 

®5-%ftoz.t{z.M^ m4m%kx<DW\ft%z®mi-z>z.btfM&z>o ^ 
\z£z>ttmb\B\mxzz>^ mnn*£m*mm'Ptt%z-b&-simxh<Q, Mtc 

[doe] m&^&Amzte^xm^tizmMmm*, ftmtstix^mm&m-rzz. 
biz£m*tz^b*Bmb^m%m^tLX\,^mm*&Am<D&Mcm 
^z>z.btf»imxhz> 0 

®MLtmm&ftmzftmummwm7Tsi?v~xmM^m\z!8mLxte 
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o 

[0107] *&mm\<Dtt&&&s &*/\'-hnmm'fe$]ri%h<Dx*tem\< mm<o 
&m<mm j &tt<DQmbz*attttttWM (ot, *%vmm\th 

^Xr A (Drug Delivery System) f^fflSr#i"5^:Jt"C*ll<, BMB^&SfcfcVvC, 

[olos] ^^m^mi(o^mtt,a^-K^Mm,mnm.^^tt3i 

tT/WnyfiftSl^tU-r, J&AlAllHI^^lmg-l.OOOmgM, #£L<« 
5mg-500mg^i£, J;U^*L<«10mg-100mg^J&^(f £,*l5 0 L;5>U 

DMARDgfWfrf *#<JB^«£#;fce>ft5*, U>±K 

mmtmrnmrnh-r, usMDsx\tDww&mz&&vitmm&%ti&Lxwife? 

[0109] *»n«^^Wi[|j|ftnfi^9S$irt^ 

$iv5;v^s, *xmmw$L<. mmm, mmm, &m®. mmmmam^m 

U \ #«BffiSISiti;!m (OA) & XPJ ?^ffl$M$$m (RA) ^Clffl #S*L 
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[ono] ^ £#mmffl&w&m<omwMtLxfn^mK, m&om\mw^<D&A ( 

3.0fifi%W*U<, o.5~l.5M%:W:00*U\ 
[Olll] ^ig^jOStS^LVUo^^irLTri^TO^^^tfe,^ 

NSAID: ±iE^(2)^&ft^fc : fr#) 
tT/wn^gft©5H-fi: SiW^irsoo.ooo-s.ooo.ooo 

NSAIDO^ A¥ : t T/l-D V$?2$g3M£ ^ fc«35-50^/V% 

o.3-3.o»^««©yyiMi«^3a^«Dic»« 
[oii2] Hm v NSAiDtL"cri, ±ls^;(7)-c^$Ji5^^^ < j:J5^*u<^ JbiB5*;(8)& 

#A*iLTii, tT^n>-^r]^^^^:«910-50^/V%^J:0^*U\ 
*fc, 5 m mfc5V Si0.45 m m©7-f/l'*— SKfiflS pJ|gT*fc»9. Hfcfi, 0.22 jt m(D7 

[0113] fMfe©l«6WTf**n««^ sM&H^ftlgflH&^fiflk 4#£§ltt£*iB 
[01 14] »W^®-C'feSNSAIDs?r*>fr^^-C^AL/cNSA]Ds#AtT/Pn^^ 

Kic*sv^fw»^ f-vN^^^b-f . ®&(omMm^£*v£>mz.ttmmx' 

^fUtt^^t-5-<bd^,^W^J«tT/Vn>^^AIDs^^L^^-efc^) 
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v^mzmmu fcm-rzmmtstiZo 0*0, ^mmm®*-?^ nsaids 

^^Jt^AlSr^Jt^-f-V^ ^(Dfcfc, fcT/VnyB&fc7SKJt£\ NSAIDs^*7VV 
[0116] ^^O^iS^JT'ii, ZT/]sn>mkx^-V~ik&tok*T5.m&"?W&\' 

m&&* tst^-utt^ NSAiDsi^-f— ik&yobi>^xT/>ife&vft*mm 

[0117] NSAIDsiCct5TO^{C#5^^«^M^«, ifif]»J!Srt©^n^r^ 

i&Sfcl&iVO COX-2Pl*M<DWji(D^(DEffl^}feT?fc ; 5Chemiluminescent 
COX Inhibitor Screening Assay Kit(CaymantiJSi)^fflVN-C«P^^I@(Z)i?fl5?rtT 
ofco NSAIDs^ft:dSM6)d>K:COX-2iaSPf^fflSr^LfeS4-l:tNSAIDs 

[0118] C£>in vitro WMrtU:^ «**^IWI^ill#IB^«^rtft^W*iblJ: 



WO 2005/066214 26 PCT/JP2005/000125 

[OH93 A&mmut** &ftT<k$®?h5&K^m&tt*±mftm&&<, 
%}^mz.&#>m<L gnms) ^y^y-utv ^fajsaiwvo ^nsaidsxis 

DMARD^^^jg^xA (DDS) £&bVth#m-?bZ 0 #*W£>NSAIDsXH:' 

mzm^x&^mmnm&mhw&m&Zo 

[oi2o] wr, *%wzmmmtMM t ftmm®.i-5o u»u*#e>, zh\z.£<)*#w<d 
&T<D'MMMfcte^x, tT/^ymRmr/vtzym-rh^^t-r^-x^t 

> 5mM<DPBS£fflV^;: 0 
[0121] <K^J> 

i mm%xim®)nzfeMLtzPBszmmvtc 0 24 < c&#tv s.okg/cm^ipjE 

T-C0.45 m#?L®^-r/V^— (E^25mm) 

^TIEIIil^|Xpmbfc^#)WO^^^®^$*> l#»fc90iii®l; (mL) 
ZmfeLtZo 2mLW±ai§Uc^^r A J > 2mL*Mi§U t d§-££r B .L MUe 

[0122] <m&m> 

(#%^i|l)t-y^^^^-/V-T5:y^o/Ny~MBoc-NH(CH ) OH) (Boc-T5 

2 3 

T5/7 e n/NV-;H.542g (20.5mmol) Zi??vu*#yi0mUZfeMU fctfiTV-t- 
^;v-^;v^~Y (Boc O) 

2 
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4.484g (20.5mmoi)/v ? ^nn^^y^lOmL^^o<^^TbfCo %<0&KJ&m&& 

mz.mu 2mm4o#mnu w-m^mmnm^^v^yy^- 

(tlc) x-mmuzn, v?vn**>%M&%i:i'tz 0 urn 

imgx**-ov®.mn*mu wkn.s 'h-nmr 

(cdcd fcrmfeLtz* 

3 

[0123] 'H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.46 (9H, s, Boc), 1.66 

3 

(2H, quant, -NHCH CH CH 0-), 3.27 (3H, 

2 2 2 

m, -NHCH CH CH O-), 3.66 (2H, m, -NHCH CH CH 0-), 

2 2 2 2 2 2 

4.91 (1H, br, CH OH) 

2 

[0124] mmn)T$;7°u/<;-fr-W7°u7*ym.mi&<r>&i& 

1) Boc-75/7"n./NV— ;V->rV7xiyx.V(D&$L 
Boc-T^/T'n/V— /V2.371g (13.5mmol) h^Wny^yZM\% (13.5mmol) (M 

(DMAP) 323mg (2.6mmol\ 7j^tt#/M<v^m^i& (WSCI-HC1) 2.833g 
(14.8mmol)/^PP^>14mL^JIg»^fc 0 g^MU -MMMWl,td&, V 

nu 7k, iafp^^7KTiK^ N #«#l/i 0 mmr-h])?j*xf&*&mLtz&, mm 

^/^ffi&mjkU «PfEte-&^£5.430g 

(»98%) XntCo fll^t^'H-NMR (CDC1 ) iCXmfelstc* 

3 

[0125] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.43 (9H, s, Boc), 1.54 

3 

(3H, d, -OCOCH(CH )-), 1.77 (2H, quant, -NHCH CH CH 0-), 

a 2 2 2 

3.09 (2H, m, -NHCH CH CH 0-), 3.82 (1H, 

2 2 2 

q, -OCOCHXCH )-), 4.15 (2H, m, -NHCH CH CH 0-), 

3 2 2 2 

4.69 (1H, br, -NJiCH 7.42-7.83 (9H, m, Aromatic H) 

2 

[0126] 2) TS/T'P'V— J\^frW*y^Vfflk'&<r>&$i. 

±nZXmtzBoc-TK;y°v/<;—^-trhy°tiyx.y5.330g (12.95mmol) (C*ftT 
Xmrnt/gtm^/WOmLZMz., *.tf;TX15ft^ MmX2mmmWUt 0 Boc- 
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«StSr^4W^iRa:4.569gT?#fe, Wigfit'H-NMR 
(CDCl) izxmfehtzo 

3 

[0127] 'H-NMR (500MHz, CDCl ) 8 (ppm) = 1.50 (5H, d, -OCOCH(CH )-), 

3 a 

2.08 (2H, m, -NHCH CJ1 CH 0-), 3.04 (2H, 

2 2 2 

br, -NHCH CH CH 0-), 3.82 (1H, q, -OCOCH(CH )-), 

2 2 2 3 

4.16 (2H, m, -NHCH CH CH 0-), 7.36-7.80 

2 2 2 

(9H, m, Aromatic H), 8.20 (br, H NfCH -) 

a 2 

[0128] (mnm2)T^v/<y-/]^h^uy^ymx\:7^ttymi-mJ>><D^ 

mfiTO^^m90^OtT/Vn^^hy^A200mg (0.5mmol/-$f W£) 
22.5mL/^^^^22.5mLlr^$-^c^,2MtKndf^W:<E^>r^K 
(HOSu) *Jgflfc0.25mU lmol/L WSCI-HCl*^0.25mL, MMMlX'&bintz 

m^50%mm86n LSrJP^rf J£lb^hy^800mg£jta;Ul#Lfc o 
/V200mLlCiJP^it^$^r, M^5r80%^^y-/P-C2[nl % ^?;—;VX*2m. v^f- 
;V^-y-/VX2mtWU ^m^T-»ffi«Lfc 0 198mg<D££|S|ft£#fco 
HPLC^S^yo^^D^A^ms^fcWco #e>tlfd&®&}i&l.om*% 

[0129] (HH0a3) T5y^P/^y-/V-^h^P7^^AfcT7Wn^f-hy^^O^ 

fi*T-^^*90^OtT/H3^400mg (l.Ommol/Zjf J£tf9 ?r*45mL/^ 
tf^^mLKl^S-frfcfL HOSu 1.66mmol/7iamU WSCI-HC1 
0.83mmol/*lmU II^JlT*#biXfeT5/7 P n/-?/-/V-^h7 e n7^>'^^ 
0.83mmol/*4mL^li»^., -M^&ftUio S/S^J^Tkm^by^ 
300mg/7klmUm;t, 3^P^10^#LfCo ^^iC^86ML^P^>ffU^, i&ffc 
•^y?A400mg^n;tm#Uc:o ^^y-yV300mL^n^W$*, tW03&8O%:r. 
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^mmxm^wm-viho. yvvt-mm&mz fAj -e&ofc. 

[0130] (£%0!l4) T$y^n/ V-/l^:/n*ir>1M^©#j£ 
1) Boc-T^/T'WV— /V-^P3r-fe>-o£-J& 
Boc-TV^n/V-^SOmg (2mmol) i^7°n=¥-fe>'462g (2imo0 (5ftl3fc*63SSX 

48mg (0.4mmol), WSCI-HC1 422g (2.2mmol)/^na^y2mL£fll^|l?Lfco ^ 

mkmu 4^ra5o^si^Lfc^, ^nP7«^^sr«jBEe*u mm^f-^M^ 5 
%**^irc2iiu * % 5%fiWT'2m v *, mn&m*.vm&. ftm&&Ltc 0 mm 

(M93%) OS^S"C#/Co fll^tt'H-NMR (CDC1 ) fcXmfeUCo 

3 

[0131] 'H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.42 (9H, s, Boc), 1.58 

3 

(3H, d, -OCOCH(£H )-), 1.75 (2H, quant, NHCH £H CH 0-), 
a 222 

3.07 (2H, m, -NHCHCH^CH Q-). 3.85 (1H, 
q, -OCO£H(CH H, 3.91 (3H, s, -0£±L ), 4.13 
(2H, m, -NHCH CH^O-), 4.63 (1H, br, 
-NHCH -), 7.09-7.75 (6H, m, Aromatic H) 

2 

[0132] 2) T^;zf*'V-jv-i-zfu*±i/m$d&<b&)$L 

iia-rWcBoc-T^yT'n/^y— /V-^7°n^-fey684mg (l.76mmol) t&fuv&r 

lftfflWfcLfc. Boc-T$y^n/V-/W- ^^n^-fe^m^^TLCtrTSfe^Lfc 

M^^fi^(Cl|Xfl:564mg-e#/Co Itjgfi'H-NMR 
(CDC1 ) KXmfeLtlo 

3 

[0133] 'H-NMR (500MHz, CDC1 + CD OD) 8 (ppm) = 1.57 

3 3 

(3H, d, -OCOCH(CH )-), 2.02 (2H, quant, -NHCH CH CH 0-), 
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2.88 (2H, m, -NHCH CH CH 0-), 3.87 (1H, 

2 2 2 

q, -OCOCH(CH )-), 3.90 (3H, s, -OCH ), 4.17 

3 1 

(2H, m, -NHCH CH CH 0-), 7.08-7.73 (6H, 

2 2 2 

m, Aromatic H), 8.10 (br, H N*CH -) 

"a - 2 

[0134] T$;7u/<;-/i'-1-7v*±yWAz7/vny&ii-h})VM><D-frf& 

m*¥*&^*90^<DtT/H3>^hy!>A100mg (0.25mmol/i:*STO) 

H. 5mL/v 5 ^f->'ll.5mLi^«?§^rfc : ^,HOSu 

(0.2mmol)/7t<:0.lmL, WSCI-HCl (O.lmmoD/TkO.lmU MMto4Vftbtl1tT$S7 

(0.lmmol)/^0.3niL^jli^P^, -g«#Lfc 0 SJj«K:5%£S&*arW*A 
7kMl,5mLiJPx., 3^F^35^-^Lfc 0 £O&MK50%g^43 M LSrJPx.* ?Hf| % J£ 
^^by^A500mg^Px.m#bfCo ^/-/U50mL^X.«^-fr, tfcf£«80% 
^/~-/KC2|Hk ^^7— /V-C20, ^^/^-x/^-C^L, ^MtCC-lMH 
^LfCo 95mgO£&@#£#/b 0 HPLC{Cj;$^:/u*1ryc^A^m3.l%f~o 

fc 0 #^/c^K^a«i.ofi*%i^j;5icpBs;c^u, mmzimi-tio %m 

[0135] (3li£0!|6) T^y^n/ V-/W--r^P7ai^li^O-a-^ 

D Boc-T$y^p/V— /w— tf-fw^soyfrfc 

Boc-TV^n/-?/-/k352mg (2mmol) MTVn^^^g (2mmol) (?P)tM^ 
48mg (0.4mmol\ WSCI'HCl 423g (2.2mmo\)/\?tvv*#>2mL%m#ti)\i?Lt£ 0 M 

mmu -MMmw\,tzM, mm^^mx., 5%^ymx2^ 5%mw 

(l|X^91%) tifco «^«'H-NMR (CDCl ) lZ.XmfeUZo 

3 

[0136] 'H-NMR (500MHz, CDCl ) 6 (ppm) = 0.88 (6H, d, -CH(CH ) ), 

3 a 2 

I. 44 (9H, s, Boc), 1.49 (3H, d, -OCOCH(CH )-), 1.75 (2H, m, 

2 

-NHCH CH CH O-), 1.85 (1H, m, -CH CH(CH ) ), 

2 2 2 2 3 2 
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2.45 (2H, d, -CH CH(CH ) ), 3.05 (2H, 

2 3 2 

m, -NHCH CH CH 0-), 3.69 (1H, q, -OCOCH(CH H, 

2 2 2 " 3 

4.13 (2H, t, -NHCH CH CH 0-), 4.63 (1H, 

2 2 2 

br, -NHCH -), 7.07-7.21 (4H, m, Aromatic H) 

2 

[0137] 2) T^Sy P vs<S—/U-^7-7vi7^i&m&<Dftf$ l 

±E - T?#fcBoc-75/7 P n/V-/l~f^n7;n;y636mg (1.75mmol) t&pvxi* 

f£#)ff£J|2ft406mg 

(77%) TWCo ^fi'H-NMR (CDC1 ) iZ.xmfeLtc 0 

3 

[0138] 'H-NMR (500MHz, CDC1 3 ) 8 (ppm) = 0.89 (6H, d, -CHiCii^), 
1.47 (3H, d, -OCOCH(CH 2 )-), 1.83 (1H, m, -CH CH(CH )), 
2.08 (2H, quant, -NHCH^t^CH 0-), 
2.44(2H, d, -CH CH(CH ) ), 3.01 (2H, t, 

2 3 2 

-NHCH CH CH 0-), 3.71 (1H, q, -OCOCH(CH )-), 

2 2 2 3 

4. 1 1-4.27 (2H, m, -NHCH CH CJJ 0-), 

2 2 £ . 

7.06-7.20 (4H, m, Aromatic H), 8.25 (br, 11 NfCH -) 

a 2 

[0139] mmm7) 

fi*¥^^*90^OtT/l^ny^hi)^Al00mg (0.25nunol/r*MMfir) 
H.5mL/^drf-yil.5mL(c:^$-tirfc^ % HOSu 

(0.2mmol)/*0.lmU WSCI'HCl (0.lmmol)/7k0.lmU Mti&to6Vftbftit7$S7 

(0.lmmol)/*0.3mL^HRttx. % -m^kWUto &«fc5%$8&*9^hy*A 
7K^l.5mL^Px., 3#ra353Hft#Lfc. KJtS«ttC50%ft»43/i Lfcto*.* fpfc, 
mt1-m^0w*to^ffiftUZ* ^^/-^50mL^P^M$-tiT, etM^^80 
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[0140] T^;zfv/<;—/V-7;V;V\?zfxi7x.>m®&<D&$L 

i) Boc-t^/t^V— /I'-^/wvtVp^^©^ 

Boc-TV^n/V— /V352mg (2mmol) ty/WV^tiy^mg (2mmol) (MM 
48mg (0.4mmol), WSCI-HC1 423g (2.2mmol)/> ? i5'nn^^2mL^JI|S^P^fc 0 ^ 

f&idjiu -g#*#utgK aai^A'Sdin*., 5%^y$rt?2iEk tK s 5%mw 

(W94%) -C#fCo fflHSfi'H-NMR (CDC1 ) fcTlRUfcUto 

3 

[0141] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.26 (9H, s, Boc), 1.54 

3 

(3H, d, -OCOCH(£H s )-), 1.80 (2H, quant, -NHCHCHCH Q-). 
3.13 (2H, m, -NHCH CH CH 0-), 3.76 (1H, 

2 2 2 

q, -OCOCH(CH )-), 4.15 (2H, m, -NHCH CH CH 0-), 

3 2 2 2. 

4.66 (1H, br, -NJiCH -), 7.10-7.55 (9H, m, Aromatic H) 

2 

[0142] 2) TK;-?w<;— ;\^?;\<;v)*7°u?*yl&ffl&<Di$$L 

±ET#y t cBoc-T^/7 P n/-?/-/l— 7/WV^P73i>720mg (1.79mmol) £^ 
nn^yimUcJ&fcU 7K^TT?4M^^/^^^/V4mL^P^., ^"TO^ 

TLC£Tfll»Ufcf&, *Ja&Jl'**-TA>&}toiL* 207 :? ^^x-i/3^Lfc o *0>|SL 

^ffi^^L^l5#J®?rltXft352mg 

(94%) -C#fc 0 flfigtt'H-NMR (CDC1 ) ^TH£Uc 0 

3 

[0143] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.51 (3H, d, -OCOCH(C±[ )-), 

3 3 

2.10 (2H, quant, -NHCH CH CH 0-), 3.05 

2 Z 2 

(2H, t, -NHCH 2 CH 2 CH 0-), 3.76 (1H, q, 

-OCOCH(CH H, 4.13-4.29 (2H, m, -NHCH CH CH 0-), 

3 2 2 2 
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7.07-7.53 (9H, m, Aromatic H), 8.27 (br, H lsfCH -) 

— 2 — 2 

[0144] mMW9) T$;zfn/*;-Jl^yjWV}?7u7*>mAKT/Vvym-hytJ>><D&}& 
&&¥^*&M75<nt7;l>v>Bfrhl)&M00mg (0.25mmol/Z13B^ffc) 
1 1 .5mL/^^y\ 1 .5mUZfeM£&tc& v HOSu 

(0.2mmol)/7k0.1mL, WSCI-HC1 (O.lmmo0/*O.lmU ±m'MMM8X^tltcT 

(0.1mmoO/*0.3mLSrJ(g*in^, EJfciKfc5%jRg&*3fr*-W?A 
*^1.5mL«r*P^., 3^^35^«#Lfeo KJ&ffcf;:50%BES&43 jk L&bPjt'ffPgK 

%^y-yV^2|U % ^y-/V^2H, ^fvi^-x/vTi»u ^fifcT-iifei* 
JE&jftLfc. 94mg£>6-fe@fls:£#fc 0 HPLCKJ^/WVtVP^yO'gATO 
21.1%«ofco #fc^fc^H»ai.0fi*%i:^5j:9^PBSMft?L, i&ifcSrfER 

[0145] (Hifef!|10) T^y7°c/^/-/WT'fe^HMJ^^^O^jo 
1) Boc-T^y^P/V— /V— T-fe^yHMJ^iftO^ 

Boc-T$y^o/V— (2.11mmolX T^lVf^iV^L (2.11mmol)(fD^^X 
H»^|t») , DMAP (0.42mmol) t&frv&l^ht*W-> 
(2:1, 6ml) K&$?U 2k)£"PCWSCI'HCl (2.35mmol) 5r^Px./c 0 gMKSfU — S 

(298.0mg, W48%) £#fc 0 «5tf4 l H-NMR 
(CDC1) KTlT^Lfco 

3 

[0146] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.44 (9H, s, Boc), 

3 

1.90-1.96 (2H, m, BocHNCH CH CH 0-), 

2 Z 2 

2.35 (3H, s, -COCH ), 3.24-3.28 (2H, m, BocHNCH CH CH 0-), 

2. 2 2 2 

4.35 (2H, t, BocHNCH CH CH 0-), 4.78 

2 2 ~2 
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(1H, s, NH), 7.11 (1H, dd, Aromatic), 7.32 (1H, td, Aromatic), 7.55-7.59 (1H, 
m, Aromatic), 8.01 (1H, dd, Aromatic) 

[0147] 2) t^tV/V— ;\^7^;W)^)Vf®&mi&<r>&$ t 

±U^m^oc-7^;7n;<;~;V-7 J & 1 ?-/vy-y3-;vm (0.814mmol) Sr^nn* 

(lmo \mmu iktiiT-vwmm/mm^/i' 

(3ml) &MZ.X2f%mmftVtZo Boc-T^/^n/V-^-Tir^/Vf-y^/V^^m^ 
&TLazXffl&Ut&* V^;v^*r;vZM7dt 0 ^Ztdtm&^'b'MU ±M 

^yf-v/ 3 yifc 0 nbfhtzWkzmmmu ^iB^^2i3.9m g 

(W96%) *ntc 0 Wat^'H-NMR (CDC1 ) KXmfeLtCo 

3 

[0148] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 2.22 (2H, t, H NCH CH CH 0-), 

3 2 2 2 2 

2.35 (3H, s, -CO£ii), 3.13 (2H, t, H N£fcL CH CH 0-), 

1 2 2 2 2 

4.41 (2H, t, H NCH CH £H O), 

2 2 2 2 

7.09 (1H, dd, Aromatic), 7.31 (1H, dt, Aromatic), 7.56 (1H, dt, Aromatic), 7.99 
(1H, dd, Aromatic) 

[0149] mMmi)7$;7vs</-;V-T±^V})^MmAK7frv>M<D&& 

M4¥^^fi90^<DtT/Wn^ (100mg)0.25 mmol/ZllSW^Tfc-^^f- 
^(1:1) \Z.f£MU 2mol/L HOSu (0.1ml), lmol/L 

WSCI-HC1 (0.1ml), ±.&'MMmOX*nbtltzT?.S7v/</— /V-7±3-/VWf-/V 

mt&mm. auommoo (D^-^^y a : d m& 

(2mi) *ymtoz., -m&MWLt^ Rftm^/o^m^mi-h^^mm a.smi) 

£JP£T3B#PA}t#Ut„ 50%^7K« (43^ 1) ^n&T^fn^ ^t^WA 
(0.4 g ) ZMz-rffiWlstzo ^j->v (100ml) ^Px:M$-fr, ttmm%80%x.?; 

(97.7mg) P^jfcM&tCiST-fe^/^y^/V^CD^A^l*, 13.5%t*foo 

fc 0 #btbfc^«^^l.omS%^J;9{CPBSlC^L, ^^«Uc 0 £tt 

[0150] (mmmi2) 7*;7u,<;-jv-7^;v\?^?mm(n&j$. 
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i) Boc-TS/^p'V— /i^-:7x/hw©£aR 

Boc-T5./yv/</— >V (2.04mmolX 7sjyeir9 (2.04mmol)(Aldrich Chem. Co. 
M) ^ DMAP (0.41mmol) 

$rJtt-t> (7ml) \ZMM^tzM, tK^TWSCI-HCI (2.35mmol) (Di/ttVy 
-i??vv*?y (3:4) &m (7ml) ZtoZ-tc, £J»K>W/V*/W*T5K 

(dmf) (3mo zMmmtudk, mmcmu -^mwuc 0 mm^/vzMz. 

(623.0mg, 4X^83%) £#fc„ fll^tt'H-NMR 
(CDCl ) }£TP&LfCo 

3 

[0151] 'H-NMR (500MHz, CDCl ) 5 (ppm) = 1.44 (9H, s, Boc), 

3 

1.80-1.85 (2H, m, BocHNCH CH CH 0-), 

2 2 2 

3. 15-3. 19 (2H, m, BocHNCH CH CH 0-), 

2 2 2 

3.67 (2H, s, PhCH -), 4.18 (2H, t, BocHNCH CH £H 0-), 

2 2 2 2 

4.67 (1H, s, NH), 7.34-7.59 (9H, m, Aromatic) • 
[0152] 2) T$S7u;</-/i'-7*;i'\f-f?mfc}&<Dftf& 

±MX%tcBoc-T%yf^</~-;V-y^.;V)fi-^ (1.69mmol) Srv^ncr^i/ 

dmi) k®mu KKiTxmmt/mm^/v OmD m*.tc 0 &mzmi>x2m$ 

nW\-tc 0 Boc-T5y7°n/NV-yW7ni/Hf-f^(D^^^TLC^T?ft^Lfc^, 
(511.7mg, «99%) %mtc 0 flliifi'H-NMR (CDCl :CD OD=l:l) 

3 3 

izxmfeLtco 

[0153] 'H-NMR (500MHz, CDCl :CD OD = 1:1) 6 (ppm) = 

3 3 

1.98-2.04 (2H, m, H NCH CH CH 0-), 

2 2 2 2 

2.95 (2H, t, H NCH CH CH 0-), 

2 2 2 2 
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3.73 (2H, s, -PhCH -), 4.23 (2H, t, H NCH CH CH 0-), 

2 2 2 2 2 

7.33-7.59 (9H, m, Aromatic) 

[0154] mmmi3) r^y^v^v-y^v^-r^T^y 'm*>w&>&& 

MATi%'fr I ?-8L9075<7>KT;l'vym (200mg) 0.5 mmol/ 'rM^-iiL^-i^t^ 
f 45ml) \Z.f&MU 2mol/L HOSu 

(0.25ml) v lmol/L WSCI-HC1 (0.25ml), M1fo&\l2X'&bntc0.5M7^/V]?1-?-7ti 

'V-A'Tzymsmfrtsm (o.5mi) *mwt\^x-mLW$uz 0 

(3mi) *Mzxzmmimis±a R}tm^o%m^mm mad *Mz.rvw&, m. 

ik-fWJ* (0.8g) IriDtTWUfc. 

(200ml) Z1)Wkxm.W\^t'o 2iZtcft®*m>bftmu #bftfcM£80%:^y-- 

(205.1mg) Zntlo HPLC\z£%7*/]s\?i-?<DmAm*27.8%tL-otCo %biltz.®'S. 

tmxm s y^w-mmmmxt rAj xh^>tz 0 

[0155] (HJS^|14) T^y-7n/<;~-/]s-7*>77^mM)&<D&j8, 

i) Boc-T^y^p/^y-/^-^^^^^^^^ 

Boc-T^y^o/^y-yV (2.18mmolX 7a:y^7^V (2.18mmoO(ICN Biochemicals. 
InciSi) , DMAP 

(0.44mmol) %DMF-i/?uu^y (5:3, 8ml) «T-eWSCI-HCl 
(2.48mmol) (DWxmW^mW. (5ml) 

mutt. ®* fcRfoimz&mtu -s&ji^uto mm^/^m^ 5%^ 

(^DP*y^:^^/V=40:l, 0.5%M^:JvP-T:^) fCT^U «8Bfc-£*> 
(747.8mg, Ifc^83%) £#fc 0 fit^fi'H-NMR 
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(CDC1 ) {ZXmfeLtZo 

3 

[0156] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.44 (9H, s, Boc), 

3 

1.82-1.87 (2H, m, BocHNCH CH CH 0-), 

2 2 2 

2.79 (2H, t, -COC H CO-), 3.20-3.24 (2H, m, BocHNCH CH CH O-), 

2 1 2 2 2 

3.36 (2H, t, -COC H CO-) 4.19 (2H, I, BocHNCH CH CH 0-), 

2 1 2 2 2 

4.76 (1H, s, NH), 7.39-7.64 (5H, m, Aromatic), 7.70 (2H, td, Aromatic), 8.06 
(2H, td, Aromatic) 

[0157] 2)T^;7us<;—;v-y^77^mm&<»&$. 

IMX^WcBoc-T^Zfn^^jV-y^zfy^y (1.82mmol) fctfuutfiy 

(4mo \mmu *^T, wmm-mm^^m 

(4mi) ztiuz.. %<dw&* ^utLX90^mmwhtc o Rfofflffemm^ &&ttm 

(621.4mg, W98%) £#fc 0 #3gfi 1 H-NMR (CDC1 :CD OD= 1 : 1) 

3 3 

[0158] 'H-NMR (500MHz, CDC1 :CD OD=l:l) 6 (ppm) = 

3 3 

2.01-2.07 (2H, m, H NCH C±l CH 0-), 

2 t^l 2 

2.79 (2H, t, -CO£ hi CO-), 3.05 (2H, t, H NQh CH CH 0-), 

2 1 2 2 2 2 

3.44 (2H, t, -COC H CO-), 4.26 (2H, t, H NCH CH CH 0-), 

2 1 2 2 2 2 

7.41-7.50 (3H, m, Aromatic), 7.66 (dd, 2H, Aromatic), 7.75 (d, 2H, Aromatic), 
8.08 (d, 2H, Aromatic) 

[0159] mi&m5)T$y7°v/<y—/i^y*y7°7*ymAtT/uv>m<D<frj$ l 

M¥*9^H-fi90^T©tT/WP^ (200mg) 0.5mmol/~«!fWflC©7k-^**^ 
y (1 : U 45ml) tC*fl¥£*fcflL 2mol/L HOSu 

(0.25ml), lmol/L WSC1-HC1 (0.25ml), MMMl4X%btlttT^y'viyV— ;V-7*. 

yzfy^ymBM. (o.25mmoi) (Dfo-i/tty-y 

(25:8) Mm (0.66ml) &M*.X-§:&MWl,1t. Ri«j£5%^7K^r-y*i>>7K 
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mm (3mD *M%.xmmmftvt£o 50%mwt*mm 

(86 Ml) &tox.X*ftt&, mtl-hW* (0.8g) *Jq*TJt#Lfc. 

(200ml) trin*.t3i#Lfc. ^i:fctfcj»«t^«u #6>tb^etjs^8o%^^y- 

(214.1mg) £#fCo HPLC{Cj;57*^73:y^A^tt23.8%fcoyt, 

[0160] (HJfc0!|16) T^y^n/ V-/^7i^AiftJfiifei£©^ 
1) Boc-T$.S7n/<y—/l—*7x.i-J>.& 

Boc-T^y^n/V— /V (0.616mmol)> ^x^Agfe (0.620mmol)(fn)fc#&IHlSlt* 
^tfcSft) » DMAP (0.126mmol) &i?9rmWy 

(3ml) (C*§ft?U Tiki^T-ewSCI-HCl (0.758mmol) ©^nn^yj^ (1.5ml) 

U^SfflJCSrMfcU -^iS#Ut, ffgBO«£*?&U WSCI- 

HC1 

(0.207mmol) O^do^^ (1ml) fc;tllljtT&* KlMiL*^6>5l*|iBlt^L 

(190.4mg % IR*78%) £#fc 0 ftitlt'H-NMR 
(CDC1) [CTP^L/c 0 

3 

[0161] 'H-NMR (500MHz, CDC1 ) 6 (ppm)= 1.45 (9H, s, Boc), 

3 

1.96-2.01 (2H, m, BocHNCH £M CH 0-), 

2 2 2 

2.18 (3H, s, Ph£H ), 2.33 (3H, s, Ph£H ), 

- a 2 

3.31-3.32 (2H, m, BocHNCH CH CH 0-), 

'2 2 2 

4.38 (2H, t, BocHNCH CH CH 0-), 4.78 (1H, 

2 2 2 

s, NH), 6.64-6.67 (1H, m, Aromatic), 6.74 (1H, dd, Aromatic), 7.02-7.26 (4H, m, 
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Aromatic), 7.94 (1H, dd, Aromatic), 9.24 (1H, s, -PhNHPh") 
[0162] 2) T5./Zfv/*;—/l^*'7x~)-J*fflMjBk&<D&J$ 

±!ETWcBoc-75/7 P P/V-^-7 { 7a:^.£# (0.462mmol) ^on^y 

(o.5mi) immu 7K^rx^Nmm/mm^^ (l.smo 

(154.4mg, qu.) «j£li'H-NMR (CDCl ) \Z.Xmfel-tz 0 

3 

[0163] 'H-NMR (500MHz, CDCl ) 5 (ppm) = 2.16 (3H, s, PhCH ), 

3 a 

2.25-2.30 (2H, m, H NCH CH CH 0-), 

2 2 2 2 

2.31 (3H, s, Ph£H ), 3.20 (2H, t, H NCJJ CH CH 0-), 

3. 2 2 2 2 

4.44 (2H, t, H NCH CH Qh 0-), 

2 2 2 2 

6.63-6.66 (1H, m, Aromatic), 6.70-6.72 (1H, dd, Aromatic), 7.02 (1H, d, 
Aromatic), 7.09 (1H, t, Aromatic), 7.14 (1H, d, Aromatic), 7.22-7.25 (1H, m, 
Aromatic), 7.92 (1H, dd, Aromatic), 9.17 (1H, s, -Ph£JfcLPh-) 

[0164] mMmn) T^^^<y-/v-^y^^mA^r^xi>m<D^ 

tt*T-*U^^*90j5"OtT/H3^ (lOOmg) 0.25 mmol/r^^^Tk-^^ 
y-y (1 : U 22.5ml) fcSBfcU 2mol/L HOSu 

(0.1ml), lmol/L WSCI-HC1 (0.1ml), mffiffll6XntbtltzT^S7v/<y-/\^- 
(O.lOmmol) <Dfc-i?tt-t> 

(i : i) mm (2mD &mwtx-M:&Mni>tz 0 %mm^5%mm*mi-hvtJ»& 
mm d.5mi) ^m^xmmmwut 0 50%^*^ 

(43 n 1) ZM*-XtpW&, m\tf-WJ>. (0.4g) ^Diti^Lfc. ^*;-;\< 

(loomi) *Mz.xmwu ZLZtcttm&jM'bftMistio mbtitcitmz8o%^?;- 
frjmm. v^^~^Mcx&2mwiifcmfrvti 0 mm&mu n 

(101.7mg) $r#fCo t&ftftmmz£yftMLtz*7*1-J*WtmAm*, 17.5%-Cfco 

/Co ftbtitc®mmmmm%bftZ£?KPBs\mMu mm^mvtz 0 mm 
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[oi65] (mmms) r^zf^y-jv-^uy^^mm^fD^ 

Boc-T^/T'P'V— /M35.8mg (0.775mmol) fc^PP^^lmUC^U *J9xx 
•7:c^229.6mg (0.775mmo0 m%nW^Wt&&#M) ©^^nn^i^ft4mL 
,DMAP 

18.9mg (0.155mmol) (D^nn^y^lmU DMF 0.5mL^HE^P^., tK^T^ 
WSCI'HCl 191. 4mg 

(0.998mmol) <DV?vvt?> ; ®m2mLZMz.X'&* 

(0.310mmol) O^Pa^^^lmU DMAP 7.5mg (0.061mmolX WSCI'HCl 
70.9mg (0.370mmol) <DV?xivWl'1&mmL*\m^xM* \Z.&&bLfttfbffi& 

5%m«7R-e20, mu&&*'?Mik#mm&LtL 0 mmi-m^x^^ 

£^£r280.2nig 

(80%) ntCo fit ^li'H-NMRKTI^Uto 

'H-NMR (500MHz,CDCl ) 5 (ppm)=l.44(9H, s, Boc), l.85(2H, 

3 

quant, -NHCH Cfci CH 0-), 3.16(2H, q, -NHCH CH CH O), 
3.82(2H, s, Ph-CH -CO), 4.22(2H, t, -NHCH CH CH 0-), 

2 2 2 2 

4.68(lH, s, NH), 6.54-7.35(8H, m, Aromatic H, NH) 
[0166] 2) T%S7x2/<;~A^V9xi7zz1-tm& l !&<D<&$, 

iiE^feBoc-T^y^^y-zW^P^^^lOigrngSr^PP^^^mL^ 

/W50mL£>bU;iTM£-^ M£Ml£»Uc:o ^IB^^^791mg 

(90%) ntzo ffi&\$ l H-NMmz.xmfei,tco 

[0167] 'H-NMR (500MHz,CDC1 ) 5 (ppm)=2.13(2H, quant, -NHCH CH CH 0-), 

3 2 2 2 

3.08(2H, t, -NHCH CH CH 0-),3.84(2H, s, 

2 2 2 
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Ph-CH -CO), 4.25(2H, t, -NHCH CH CH 0-), 

2 2 2 2 

6.52-7.33(8H," m, Aromatic H, NH) 
[0168] mMWi9) T*;7u/<;—j\^V?vy^?%AtT;vuvmi-YWJ*<D&& 

fil:T^^*80^'<Dt:T/V'O^500mg (L25mmo]/^^)?r7K56.3mL/^ 
**-y-y56.3mL\mM&1ttc.&. HOSu 

(lmmol)/*0.5mL, WSCI-HC1 (0.5mmol)/7k0.5mU ±|Bll]!i#Jl8^#bftfc7^/ 

i§> ? ^n7^^(D^A^«18.2%fcoyho 
[0169] (HiS^20) T^y^n/ V-/V-^hK9^^^<D^^ 
1) Boc-T^/:/n/ V-/W^hK^O-&/& 

Boc-T$y^n/^7-yH78.8mg (1.02mmol), ^r-K5^293.8mg (l.O2mmo0(M#i£ 
*XUM*^ttK) % DMAP 

23.8mg (0.20mmol) Sr^PP^^mLfc^AlU ^J^TWSCI'HCl 233.8mg 

(1.22nimol)W^Dn^>^^2mL^P^T#^(C^^Uj:^fe-W^UCo 

$b(-7K^T-CWSCI-HCl 

68.8mg (0.36nunol) <Di?fuu*?^MWi2mLZtox.Xfe* \zMfobVtei*h80ftfSl 

(96%)#fCo WJitt'H-NMRfcTIPJfcLfc. 
[0170] 'H-NMR (500MHz,CDC1 ) 8 (ppm)=0.83(3H, t, -CH CH ), 

3 2 J 

1.37(3H, t, -CH CH ), 1.43(9H, s, Boc), 1.79(2H, 

2 a 

quant, -NHCH CH CH 0-), 3.14(2H, q, -NHCH CH CH 0-), 

2 2 2 2 2 2 
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4.10-4.22(2H, m, -NHCH CH CH 0-), 

2 2 2 

4.63(1H, s, NH), 7.00-7.37(3H, m, Aromatic H), 8.97(1H, s, NH) 

[0171] 2) T^;zfu'<;~>v-z*Y7?&m$LO&& 

±ffciT-#fcBoc-T5y7 P a/^y-7W3ihK7^421.5mg (0.948mmol) £v^tm>:? 

(55%)#fco ^igfi'H-NMRt^TlHlSL^o 
[0172] 'H-NMR (500MHz,CDC1 ) 5 (ppm)=0.81(3H, t, -CH CH. ), 

3 2 3. 

1.35(3H, t, -CH £H ), 1.92-2. 17(4H, m, -QH CH , 

2 3 2 3 

-NHCH CH CH 0-), 4.12(1H, quant, -NHCH CH CH 0-), 

2 2, 2 2 2 Z 

4.20(1H, quant, -NHCH CH £±L 0-), 6.99-7.35(3H, 

2 2 2 

m, Aromatic H), 8.99(1H, s, NH) 
[0173] (^0(121) T^y7°n/V-/^-^hK^^AtT/Vpy^hy!>'A(D^Jc 

M&^-tyft? mSOToCOtT/Vu^m 14mg (0.285mmol/riGf !|M£)£7kl2.8mL/v? 
**-tyi2.8mUzmM£tt&, HOSu 

(0.228mmol)/7K0.1mU WSCI-HC1 (0.114mmol)/7R0.1mL % %W\20X%hfltz.7^ 

(0.114mmol)/(7K:^«i^>'=l:l, 2mL)«tt^., -«jf#L7h 0 Sitti: 
5%^7k^hy^*Ml.71mL»;i, 4PfP^iI#Lfc: 0 S«(C50%g^^49 
ix L*Mx.^W&, mk1-YVVJ*456mg%Mx.XMftLtc 0 /HlOml^Px. 

2|n]i5fcfrU &mzX-®M&&®l^tCo lllmg<7)£|&@ft:£#fc 0 HPLC^iS^h 
K7^©^A^«14.4%fcofCo 
[0174] (3lJfe0!l22) T%;zfv'<;-^T??VyYmm.M.<D&& 
1) Boc-T5:/:A2/ V— ^-TVWvY^fc 

^miX%bfhttQoc-7* /W23.1mg (0.703mmol\ ^^PD^y 
2mL(^fl?U T^y5/M36.0mg 
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(0.704mmol) ODMF^(lmL)^P^., zfC?^TT?DMAP 17.1mg (0.140mmolX WSCI 
•HC1 175.4mg 

(0.915mmol) ZmWLXfa* i^UtLft&bSi&mWLtZo mM^^ZM 

(83%) #fc D ^it^'H-NMR^-Cl^^UCo 
[0175] 'H-NMR (500MHz,CDC1 ) 6 (ppm)=1.44(9H, s, Boc), 1.80(2H, 

3 

quant, -NHCH CH CH 0-), 2. 18(3H, s, 

2 2 2 

NAc), 3.14(2H, q, -NHCH. CH CH 0-), 

2 2 2 

3.59(2H, s, Ph-CJi -CO), 4.15(2H, t, -NHCH CH £H 0-), 

2 2 2 2 

4.66(1H, s, NH), 7.13(1H, s, NH), 7.23(2H, d, Aromatic H), 7.46(2H, d, Aromatic 
H) 

[0176] fcfc, T??vtit, Tm&$.mKxmmLtz 0 

p-r^y y^vmm. mtftmmxmm^^M) ( 1 .02mmoD z^?* u*zv-w 

7-/^(1:3:1, 50ml) IZMMU K#iTXmfcffiM(2.l2mmo\)Z1]\}X.X®i* ^£ 
MtUztftb-Mi&MWl'tz.o $«^JEW*U ^|B^^(196.4mg, »99%) 
£#fc 0 ^{i'H-NMRlCTlRl^LfCo 

'H-NMR (500MHz,CD OD) d(ppm)=2.11(3H, s, Ac), 3.55(2H, s, 

3 

Ph-CH -), 7.21-7.49 (4H, m, Aromatic H) 

2 

[0177] 2) T^;y°v/*;-/v-Tt?vvmm(D&$L 

_h|B-C*#fcBoc-T5y:/tvV— jU-T^Vyh201.Zmg (0.574mmol) 

y2muz.mmu ^rx4Mmm/m^i-/^mL^M^x3^mmwLtc 0 

, ^fa^^^l61.3mg 

08%) mtzo m^H-nuRKxn^.\jto 

[0178] 1 H-NMR (500MHz,CD OD) 5 (ppm)=1.94-1.99(2H, m, -NHCH CH CH 0-), 

3 2 2 2 

2.11(3H, s, NAc), 2.94(2H, t, -NHCH CH CH O-), 

2 2 2 
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3.63(2H, s, Ph-CH -CO), 4.19(2H, t, -NHCH CH CH O-), 

Z 2 2 Z 

7.22-7.5K4H, m, Aromatic H) 

[0179] mmm23) r^y^n/v— >v-tw) bmA^r^xj^mi-bu >>a©^^ 

fi4T-^^-*8O^"CDtT/l'n^l00mg(0.25rnmol/-^Wi)2r7Kll.25mL/^ 
**~V->'U.25mUZ.%im£lttcM. HOSu 

(0.2mmol)/7k0.1mU WSCI-HC1 (O.lmmoO/TKO.lmU MM®l22X*'&tbtltcTx/7 p 

(O.lmmoO/C* :$WM^= 1 : 1, 2mL)£JlR»;i, -ffifcif #Lfc 0 KJtftf*te5% 
^»**'^hy5'A7KSf»tl.5mL*an^ 3R*ffl«#Ufc, S^$cl£50%g^43M 

A^tel3.2%fcofco 

[0180] (^^24)T5/^n/^/— /W^h^a^^WAtT/WD^^hy^AO^jc 
^i5pi^;9.^i90^5"(Z>tT/H3^-^-hy>>A200mg (0.5mmol/~^W4l) ^tK 
23mL/V^f--9-^23mLtC»»$*fc«, HOSu*^0.3mmol/2niU WSC1-HC1 
*i&$ft0.15mmol/2mU ^^!)lT*#btLfcT5/7 P n/^/-^-^h^t2^^>^ 
^7k^l.5mmol/2mL^Jli»X, -g&jft#Lfc 0 £j£»j«:11.5mL«SlU & 
ffc^hy£A100mg&>&U;fcft#Ut, 7V50mL£>!nJ;t£tIS££i2:. fcfc®#fc£r80% 

»JE«ABUt. 35mgOafe<S(*:=Sr#fco HPLC^£5^K/c:7^<7)#ATO7.2% 
X&otc 0 

«ii^»W*tt-c*>tK 7-f/u^—a3W4WRtt rcj r-fcofco 

[0181] (#^J2)Boc— lry/-/KD-a-^ 

-fey/— /V (lO.lmmol) (Aldrich Chem. Co.SL) ^tK-^^V (1:1, 20ml) \Z& 
MU 7fC^Tt?Boc O 

2 

(10.8mmol) <^^^ri^^^^ (15ml) *MtL, W&Km^X^S&ffiftUt. 
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(1847mg, 1|X^95%) £#fc e ^te'H-NMRlrri^Ufco 
'H-NMR (500MHz, CD OD) 5 (ppm) = 1.44 (9H, s, Boc), 

3 

3.57-3.58 (5H, m, Serinol) 

[0182] mrnmzs) ty/-;^h^n7xyttto^ 

l) Boc— try/— jv-trYzfxizr^svy^fiL 

^■Yzfxiy^y (l.ilmmol) (MlZltl&JimW^&M)*:^****^ (3ml) KJg 
A?U hV^/^T^-y (1 . 1 ImmolK lfl5??/f/MW7-f Jf-*^ 
(Mpt-Cl) (l.ilmmol) <D*S?X2U*#^mm (2ml) &JE^*T25#H!»#Ufc. 
\zhV^^T5.> (0.36mmol) &M?LX2(&\sm&UZo KJ£»c«:ai<?&U W^f-fr 

(l.ilmmol), DMAP (0.19mmol\ #%0tj2TWcBoc— fey/— /V (0.50mmol) SrMUfc 

(2ml). (10ml) ^JIi<fc(JP^-C20^-^Ji#bfCo KJS«C&5ml{!:jft8fU BiF 

(287.3mg, Jfc^87%) £#fc 0 «j£te ! H-NMR 
(CDC1 ) KXWlfeVtCo 

3 

[0183] 'H-NMR (500MHz, CDCO 6 (ppm) = 1.38-1.40 (9H, m, Boc), 

1.51-1.53 (6H, m, -OCOCH(CH,H, 3.76-3.81 (2H, m, -OCOClKCHH, 
3.96-4.11 (4H, m, -CH CH(NHBoc)CH -), 4.61 

2 2 

(1H, btd, -CH CJ4(NHBoc)CH -), 7.40-7.80 (18H, m, 

2 2 

Aromatic) 

[0184] 2) -ty/— /l^kA^'al^Jfia^D^fifc 

Boc--tyy— ;Hrh7 , n7xy (0.428mmol) ^no^V (1ml) {£^fi?U 
-rXANMm/mm^^ (4ml) Srfln*., -ttf>«4fc* l::M£LT2l$ra8l#L;fc, 
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Boc— tyy— JV-^h7v?zc.>(Dm&%7LC^VkWU-zM.. v^fVl^— ^ 

(243.6mg, qu.) £#fc Q flli&te'H-NMR (CDCU fcT|P);£Uho 

[0185] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.49 (6H, I, -OCOCH(CiI )-), 

3 a 

3.79 (1H, m, -CH CH(NHBoc)CH -), 4.00-4.53 (6H, m, 

2 2 

Serinol, Ketoprofen), 7.31-7.80 (18H, m, Aromatic) 

[0186] mMm26)±vs— ^vzfxiy^mKtr/v^m^^L 

** 5 F-^^^S90^OtT/H3^^ (100mg)0.25mmol/ZUlF*<feSr7K— ^aMF-l^ 
V (1 : 1, 22.5ml) Kl^ffU 2mo1/L HOSu 

(0.1ml), lmol/L WSCI-HC1 (O.lrnl), Hig^j25^#^iXfc-feyy— >V- >rV7r*7a£' 
gfHfcgf (O.lOmmol) <D*JttV-l46Wi . 

(2mi) %Mx.x-M&ffi#¥i,tco RmmK5%$m&m~}'byvj>.*im& d.smo & 
jta£T4i$rai*#Lfc. 5o%mb4cim (43 M 0 &m%.x*p fuu iM^r-y^ 

(0.4g) &to;iT«£j£U£, ^/-A- (100ml) SrAP^.T«#U £Ofcifc«&jS'fr# 
(92.3mg) £#fc 0 HPLCm«t5^h^n7a:^#A*l411.2%-ea>ofeo #Wufc*fr 

[0187] (^Jfe0il27)2-T5:y-l,5-^>'^>'v ? ^-— ;>-^b^o7iyIit(D^^ 
1) Boc T T5/-l ,5 /Mr V?xr7 

Boc-T^-\,5-^^^^J^r—/V (Boc-NHCH(CH OH)CH CH CH OH, Aldrich 

2.222 

Chem. CoM) (1.98mmol) **stvxi*?ls (2ml) f£i&fi$U ^hzf*?*^ 
(3.96mmol) (MM^limW^^)<O^tiu^>m0L 
(4ml), DMAP (0.791mmol) ©^on^« (lml) &M&1W%.ffiftUZo KfoW. 
STTkJftU WSCI-HC1 (4.93mmol) O^no^^y^t 

(5mi) &mtlx&* izmmtuz&tb-'S&Mftvti. m.mn^mk^-f-^x^m^ 
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(l.361g, JR^99%) &mc 0 It&te'H-NMR 

(cdci) icxmfeistco 

3 

[0188] 'H-NMR (500MHz, CDCI ) 6 (ppm) = 1.39-1.40 (9H, m, Boc), 

3 

1.51-1.55 (6H, m, -OCOCH(CH )-), 3.75-4.55 (8H, m, 

a 

Ketoprofen, 2-amino-l,5-pentanediol), 7.40-7.80 (18H, m, Aromatic) 
[0189] 2) 2-T5./-l,5^0?^tt— jV-^Y-7v-7^mfc&<D<&J& , 

±UXntcBoc-T^/-l,&-^-^>^— /U-^b^y^y (1.95mmol) 
■v*9is (lml) 7k&TX'4N&m/mm^Sl' 

(4ml) %:<D®.&* KMUbX^XZnmUWU^o KJSttm^r^SrAP*.* *f 

(1.20g, J&*98%) £#fc„ ^jtft'H-NMR (CDCI,) fclTIHIJEUfc. 
[0190] 'H-NMR (500MHz, CDCI ) 6 (ppm) = 1.50 (3H, d, -OCOCH(£H )-), 

3 Jd 

1.51 (3H, d, -OCOCH(C±l )-), 3.47 (1H, bd, 

a 

2-amino-l,5-pentanediol), 3.44-4.48 (6H, m, Ketoprofen, 
2-amino-l ,5-pentanediol), 
7.33-7.84 (18H, m, Aromatic) 

[0191] (mM&i28)2-Tx;-i,5-^i/#>i/3-— jv-^vzfv? ^mx*.T SVu^m^ 

mM s V-i^^M.907J<D^T/Uu^m (137mg) 0.MmmcA/rJ&&iSC&7fc-&**y- 
^(1:1, 30.8ml) 2mol/L 

HOSu (0.137ml), lmol/L WSCI-HC1 (0.137ml). &1fcW27T*ftb*l1t2-7%S-l,5r- 

(0.137mmol) ©^-S^M^ (1 : 1) ^ (4ml) &JR^*T— &J& 
miz.5%&mykm i tb})VJ»*&m (2.1ml) «tfJI1;i-C5l$|BMfc#L;fc. 50%ff|sifc*i$ 
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m 

(59 M i) Sr*nx.-c«f fp^, mtrvvvj* (o.548g) &to%xm$uzo 
(Homo &aazxwtu ZiVtcifcm&M'kftMistz. 

tz a te&&mu (135. img) &#fc„ HPLazx^hy^^comxm 

«l8.5%T?fcofc„ ^P>ixfc«DSrSraiAi.o**%a:>S;5J;5fcPBSJcJg#pU, 

[0192] (M1&ffl29)3-T : $.;-1, 2-zfvs<l/*J*~/\^^yzfri7^Mm&<D&$. 
1) Boc-T$/-l, 2-^ e ny>>^— ;V-^rYzfxi-7z^y(D^)^ 
Boc-T5:y-l, 2-^0/^^^-—^ (Boc-NHCH CH(0H)CH OH, Aldrich 

2 2 

Chem. CoM) (2.05mmol) ^Bn^^y (2ml) (£^fi?U ^^n7x^ 
(4.1 lmmol) 0toSC-fb*X|ia*^a») O^PP^i« 

(4ml), DMAP (0.803mmol) ©^^oa^ygt (1ml) £JK3fo!fl;ti£#Ut> HJ£$t 
SttK^U, WSCI -HC1 (4.94mmol) O^pn^^ii • 

(5mi) ^p^r#^ ^^atwc^b— spfcMWistz* fcj&m&yktfiU WSCI-HC1 

(1.24mmol) (D^uxi^^W. (1ml) &J)\\Z-XmmzXmm, Z5°CkZ.X2m^M 

(^^:^^/V=2: 1, 0.5%hy^/VT^^) fCT^U ^HE^-g^ 
(1.175g, IfcW/o) Ulitte'H-NMR 

(cdci ) {c-ri^^uyto 

3 

[0193] 'H-NMR (500MHz, CDCI ) 6 (ppm) = 1.36-1.40 (9H, m, Boc), 

3 

1.42-1.53 (6H, m, -OCOCH(CH )-). 3.10-3.30 (2H, m, BocNHCH -). 

a i 

3.65-3.82 (2H, m, -QCOCH(CH )-), 3.99-4.36 (2H, m, BocNHCH (CHQ-)CH 

3 2 2 

o-), 

4.49-4.76 (1H, m. BocNH-). 5.04-5.09 (1H, m, BocNHCH (CHO-)CH O-), 

2 2 

7.38-7.80 (18H, m, Aromatic) 
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[0194] 2) 2-ZfwO*?$— ^-^h^uy^mm^^Hl 

_h|B-e#^Boc-T5y-l, 2-Zfu/^J3r—/V-frYzf xi7^> (1.76mmol) 
no^y (1ml) iZLmMU fctitTtWHtM/ffiSl^/l' 

(4mi) srAnxi, 3B#ra«H$ufc, mmm^^^M^ mm^tz^ttm^mm 
mmt-Prm a .029 g , 11**97%) £#fc 0 WiS^'h-nmr 

(CDCl ) KlTlHl^bfCo 

3 

'H-NMR (500MHz, CDCl ) 6 (ppm) = 1.33-1.49 (6H, m, 

3 

-OCOCH(CH H, 3.02-3.20 (m, 2H, H NCH (CHO-)CH O-), 

a 2 z 2 

3.56-3.82 (1H, m, -OCOCH(CH )-), 3.90-4.15 (2H, m, H NCH (CHO-)CH O-, 

3 2 2 2 

-OCOCH(CH H. 4.18-4.50 (1H, m, H NCH CH(0-)CH O-), 

~~ 3 2 2 2 

5.35-5.37 (1H, m, H NCH £±l(0-)CH O-), 

2 2 2 

7.30-7.80 (18H, m, Aromatic) 
[0195] mWl30) 3-T^y-l , 2-ZfV'^J > *—J\^&Y7v7^m>XKTJVvy'm(D& 

m&^VBft?M9073<DKT/l'V^M (200mg)0.5mmol/^^-'(5:^7K-v ? ^-^^ 
(1:1, 45ml) l3§fi?U 2mol/L HOSu 

(0.25ml), lmol/L WSCI (0.25ml), ^^!|29-e#^fc3-T$y-l, 2--?Vs<y&* 
(0.20mmol) ©jJc-SWMfS*' (1:1) ^ (4ml) SrllJfcDP^X— W^Ufeo 

«ui5%^fift7K3!i^-hyi>^*«sft (3mD &mzxmmm&uz 0 5o%mm7H.mm 

(86 mD Srin^r^fpU «Mfc-*-MJ*.& (o.8g) &Jq*.-cii#Lfc. a> (200ml) 

(217.4mg) ^#fCo HPLCtCj;5^ r h^'n73i^WH»A*tt40.3%-C*>ofco #^fc 
•ff«r«fl£l.O«*%i:3&*±5ia»BSlc»jl¥U *ttfcfl3KLfc. ^»IS»n**tte 

[0196] (##^!|3)Boc-hy^(tKD^>'^^)T5:y^>'<D^jc 

hi;^(fcKn^^^/V)r$/^^(10.1mmol)«r7K-^^>(l:2, 30ml) {^#? 
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U Boc 0(10.8mmol)07K-v ? ^1^V^M(l:9> lOmO^Px., MLTMS^WU 40 

2 

*C-e70#|8Hfc#Lfco Boc 0(5.41mmol)<D^dr^^^(3ml)^P^#>!r KM 

2 

S£*&U «K'fb^(2.21g % J|X^99%) £#fc c fllig^H-NMRKlTiaijeUfc. 
! H-NMR (500MHz,CD QD)d(ppm)=1.44(9H.s.Boc).3.68(6H.s.-C(CH OH) ) 

3 2 3 

[0197] (HWJ31) bWKYr2**/^;V)T^;*?l/-&hZ?*7^l/mMM<D&& 
1) Boc-MJ^(fcKndr>'^/>)T?/^^-^h7 p a^^V^)-a-^ 
^h^D^^^igmg (1.65mmol) 0»9Cny*X|fe|**6th») £i^nt2;rf^3mL 

(1.65mmolX Mpt-Cl 213mg (1.65mmol)/^ni3^^2mL?rJl|I^Px, 10#Pflft# 
Ufco by^^/VT5>-230 m L 

(1.65mmolX DMAP 33mg (0.27mmolX ##0!j3-C#fcBoc-hy^(fcKn^i/^^V)T 
K/^y (Boc-NHC(CH OH) ) 

2 3 

llOmg (0.5mmol) *\WfcMZ-, iltlL, — fitfcSH^Ut, T^=T7K2mL^P 

(^no^ry:^/-^= 100: 1—75: 1) iCfflfjSibfc.-fillB'fk^^^JIWtC 
467mg#fc 0 flE&tt'H-'NMR (CDC1 ) 

3 

[0198] X H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.29 (9H, s, Boc), 

3 

1.44-1.54 (3HX3, m, -OCOCH(CH )-). 3.76 (1HX3, q, -OCOCH(CH )-), 

a 3 

4.04-4.27 (6H, m, -NHC(£H O-KP) ), 4.81 (1H, br, -NH-). 

2 3 

7.37-7.85 (9HX3, m, Aromatic H) . 
[0199] 2)Y))*<yiYu*i/^/V)T*;*?>-^Y7u7^>mMM.<D&)& 

-hlBT^fcBoc-hyxCtFo^^^HT^y^^V-^h^n^^^SSmg 
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(0.49mmol) &i??vv*?l/lmlMMlZfoftT^4MmM/Wm^MmL&to?L. 

, ^^-^a^bfco mm m,im^M$dVoK&i&mi im g 

(97%) XffitCo tfligte'H-NMR (CDC1 ) KlTH^Lfc, 

3 

[0200] 'H-NMR (500MHz, CDC1 ) 8 (ppnO = 1.39-1.50 (3H X3, m, 

3 

-OCOCH(CH )-), 3.96 (1H X 3, q, -QCOCH(CH )-), 

2 ' 3 

4.09-4.46 (6H, m, -NHC(CH O-KP) ), 7.25-7.80 

2 3 

(9HX3, m, Aromatic H), 9.31 (br, HN'CH -) 

3 2 

[0201] mMM32) ^y^-hy^(bKa^^^/V)T5:y^i5 !, >-^-h^Dr7ai^^(D-^ 

1) Boc-^yiX>'-hy^(tKn^^^/i.)7'5y7«^>'-^h7 P ny'^>'(D-a'^ 
Boc-i^y v-^133mg (0.76mmol) £^PP*/KMmU;i*gfl?U TK^TXb])^^ 
L (0.76mmol). Mpt-Cl 
98mg (0,76mmol) / /^aa^^AlmL^JPx.l0^^*^b/c o mMM31Xn 
bttfchyx^Kadf-^^^T^y^^V-^r-^D^ai^^^SSmg 
(0.5mmol)/ / 'hy^^/VT$^70ML (0.5mmol)/^na.}N/VA2mL, r-y^vKT5:/106 

/z l (o.76mmoi) &4mizfrtf&* \zimx.tz 0 m^.xmf^m.w^ m^^rxw 

^9vVT^106mL 

(0.76mmol) ^P*., Boc-i/yv'VlSlmg (0.75mmol) £^au^/V.Mml/C*gfi?U tK 
<ffT-Chy^/^T5;^105 m L 

(0.75mmol), Mpt-Cl 95mg (0.75mmol)/^na/t;/^lmL$rAPx.^'|4'ft:LfcBoc-i/y 

(^^: ^^/k=3:2) iZ.mM^tc 0 ^i^b^^411mg (tfc^55%) 
flf agte'H-NMR (CDC1 ) 

3 
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[0202] 'H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.43 (9H, s, Boc), 

3 

1.45-1.52 (3H X 3, m, -OCOCHiCH)-), 3.56 (2H, br, -NHCH^CO-), 
3.76 (1HX3, q, -OCOCH(CH )-), 3.98-4.28 (6H, m, -NHC(CH O-KP) ), 

3 2 3 

5.51 (1H, br, -NHCH CO-), 6.63 (1H, br, -NHC(CH O-KP) ), 

2 2 3 

7.34-7.83 (9H X 3, m, Aromatic H) 
[0203] 2) ^yC/^-hy^tKn^^^/^T^/^^-^hyn^a,^^^^ 

±iB^#fcBoc-^yiy^-hy^(tKn^i/^^)T5:y^^^-^r-7 0 n7^>'361mg 
(0.37mmol) ^^ttT^MMWt/ffik^/WmL&lfflZ.. M^^^^LfCo 
Boc-^y^^-hy^(tKn^^^^)T5/^^^-^h^n^^^O^^^TLC^r^ 

&*&L^fri^fC£^Ml^ifcS336 m gT-#fco fifitfi'H-NMR 
(CDC1) iZ.xmfeVtCo 

3 

[0204] 'H-NMR (500MHz, CDC1 ) 8 (ppm) = 1.40 (3HX3, m, -OCOCH(C±L )-), 

3 3 

3.68-4.24 (11H, m, 2H; -NHCH CO-, 1HX3; -OCOC±l(CH )-, 

2 3 

6H; -NHC(Cil O-KP) ), 7.27-7.82 (9H X 3, m, Aromatic - 

.23 

H), 8.31 (br, HNfCH-) 

a 2 

[0205] (5fe&fe#!l33) ^y v^>--hy^(tKnar^^)T5/p<^^-^h^D^^^^AtT/H3 
mft^^^SgO^OtT/Vci^f-hy^AlOOmg (0.25mmol/~»l£fe) £tR 
HOSu/7K0.1mL, lmol/L WSCI-HCl/^CO.lmL, %M^\32Xmhtfk.^) t/>-hV 
(O.lmmoD/^^Nr-y-^mL^JlKWx, —B&Sk&Ut. RJ&WilZ5%l&m*m~t 

hy^A7K^i.5mL§r^nx, imm^mw^fc R%m\z5o%&m43itL&tia%. 

mk~thVVJ*400mg&Mx.mWl,tc o /MOOmL^Jitfc^i^ it 

-C— Bfe«JEEftflfeUfc. 95mg(D&&mfc$:ntz 0 HPLC^i^^r-^a^^VcD^A^ 
Ii39%fcofc 0 #e>*v3fc«JKSr»«l.omS%fc^*«t5lJ:PBS^»#Pb, ^MSrf£§Ji 
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[0206] (##0»J4)Boc-T5/:/a ^o^K©^ 

3-^a^ntVVT$^^k7K^^1.222g(5.58mmol)^^nn^^>20mL^^ 
ft?U TfC^T-Chy^/V'T^^O.TTSmLCS.SSnimoD^Px., ^fe^Boc O 

2 

1.214g (5.56mmol) ^^PP^^^SOmL^lO^^T^Tb^LfCo MT*50 

#ra*#L;fc&, mm^/^m^ 5%?^M7kmm, ma^^-cm^ 
&mftft\,tz 0 mm-rhv -^-cjetk^l mm^mmm^tc 0 ^^^1.304 ( 

[0207] 'H-NMR (500MHz,CDC1 ) 8 (ppm)=1.44(9H, s, Boc), 2.05(2H, 

3 

quant, -NHCH CH CH Br), 3.28(2H, q, -NHQJ CH CH Br), . 

2 2 2 2 2 2 

3.44(2H, t, -NHCH CH CH, Br), 4.64(1H, 

2 2 2 

s, NH) 

[0208] mMM34)T^y^^</~/U- ^o^^t^tiil©^ 
(DBoc-T^/^ny-V— /i^^B7st^ 

^^n^3i-^-^-^-M)!>A1.476g (4.64mmol) £DMF3mLlC?gfi?U 7K?ftT"C###!l 
6-C#btLfcBoc-T5:y^ P ti fcVK/u-^Kl . 105g 

(4.64mmol) ODMF^7mL&»TUto M-C-Bfejitf^ 60 £ C-C10^F^^ 

mm^/^=7: 1, 0.5%hy^,i^V)Tit§iU ^fB^-a-^)^1.702g 
(81%) #/c 0 

[0209] (2) T^/^nXy— /W^p^*^^^; 

ilET^fcBoc-T^/^nyV— sU-i??vi7^-j~?1019mg (2.25mmol) 
^2mU^#?U fr'&TX*m&Wffim^^8mL&M^T3mmm.ftU-c 0 S** 
^ / /Vm-7 1 /H50mL^PX.-C^i^^^r, ^{S^JE^^b^Co ^gE<b^£791mg 
(90%) #fco ^« l H-NMR[^XI^^bfc„ . 

[0210] 'H-NMR (500MHz,CDCl ) 5 (ppm)=2.13(2H, quant, -NHCH CH CH O-), 

3 2 2 2 
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3.08(2H, t, -NHCH CH CH 0-),3.84(2H, s, 

Z 2 2 

Ph-CH -CO), 4.25(2H, t, -NHCH CH CH O-), 

2 2 2 2 

6.52-7.33(8H, m, Aromatic H, NH) 
[0211] (mMffl35) T^y7vs<y—/l'-i??*7^?WXKT/l<n>m'j-hVVMDS4. 3% 

Wt&¥-i%-fr?A8OJ3<DKT/Uvi/m500mg (1.25mmol/~*£^£)3:;l<57.5mL/5* 
ttV->'57.5mL\Z.&M&-&fc&* 0.33M-HOSu/7k0.75mU 0.16M-WSCI-HC1/7K 

o.75mL, ±mnrnm34^'&btitzo.imT^yzfv'<s— >v-*j>rv7=.~r?wkw 

/V200ml£;!}Px.Ti£I££-t»r, ifcm%o$:80%=^?y—/i'X*2m 

505mg<D fife@^#7to ^3te^tf^i^^n^^<D^A^f44.3%fcofCo 
[0212] (^iS^j36)TS:77 0 D/V-/V-v ? ^D^^^^AtT^nV^hyr>A(DS9. 7% 

fi*¥^^T-*8O^(Z)tT^a^500mg (1.25mmol/-$t»^)3r7K57.5mL/^ 
^-^^>-57.5mL{^^$-Brfc^, 0.5M-HOSu/(*:^^r-9->-=l : 1) l.OmU 
0.25M-WSCI-HC1/(tK :Wfy= 1 : 1) L0mL> _h|H^Jte^j34T^biXfc0.25M 
T^/^^V— /W^n7^^Etig/(*:^^^=l: 1) l.OmLSrJEtfdW*. 
» -M^bfc 0 K^(^Sfcdcm^hy^A380mg/*5mL^P^., 4Nf^^#L 

C3i5vi^— ^/V-C2Inli5fe^L, ^i&KT— 8fc^£E$£4&Ut 0 503mgtf>&-fe@#:£# 
fco #3fe3fei£ff ^i§^a^^<D^A^^9.7%fcofCo 
[0213] (||Jfe0!l37) S65kDa<DtT/l'0>'!tSrfflV ITV^V-' /^^P7 

^^^AtT/Vni/^(65kDa)^MJ^(DS17. 

¥^#3 1 :i;65kDatf>t:TA'nV®»200.8mg (0.50mmol/n$!Wi)^r>!K22.5mL/v ; ^- 
^if^22.5mU^fl?$-ti:fc^ lM-HOSu 
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0.4mL, 0.5M-WSCI-HC1 0.4mL, ±.mMMW34-e&btltcQAMT^S7'vs*/— /V 

/(7K:^^f-^=l:l)2.0mL^Jll2fc!JP^, -fi^Jt^Lfc 

[02 14] (###15) Boc-TS/^SM^ n^vfK 

3-^d^e^/WT3:^^7K^^2 .155g (10.5mmol) ^^GC^^y20mLl^ 
ft?U 7k^T-ehyrc^-/VT5:^1.463mL(10.5mmo0^P^ % ££>{£Boc O 

2 

2.299g (10.5mmol) <D&*vn**>$^5m]J&M%WfcUt 0 k*a-e90#RHf#Ufc 

[0215] 'H-NMR (500MHz,CDC1 ) 5 (ppm)=1.45(9H, s, Boc), 
3.45-3.55(4H, m, -N HCH^CH Br). 4.93(1H, s, NH) 

[0216] (mMM38)7^;=.*S— A^>J9v-7x.-r?mmte.<fi>-&&. 

(1) Boc-T^y^/— /H?^n7xW 

##^y5-e#^^cBoc-T5/^^-/^n^^K2.287g (10.2mmol) ©DMF^t 
5mL£r7fC?£U ^D^3i^^hy^A3.255g 

(10.2mmol) ©DMF^t 6mL^Px., Ml?— 8fc3f #bfc 0 60Wlll#[Sa8l*H> 

fc 0 B}S€r^y^y/^9A^in-?h^9^— (W^^:mm^^=20: U 0.5%HJ 
^fvVT^) "C^U *3SBte£-«>«:2.675g 
(60%) #/c„ fcJttt'H-NMRfc-Cl^Jtbfco 
[0217] 'H-NMR (500MHz,CDC1 ) 8 (ppm)=1.42(9H, s, Boc), 3.4i(2H, d, 
-NHCH CH O-), 3.83(2H, s, Ph-CH -CO), 
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4.21(2H, t, -NHCH CH O-), 4.72(1H, s, NH), 

2 2 

6.54-7.47(8H, m, Aromatic H, NH) 
[0218] (2) T^S^9J— /V-^Xiys.-f-^mmM. 

-hfdT*#^>tl,/cBoc-T$y^^y— /Wv?^n7^^2.108g (4.80mmol) Sr^ncM 
^5mLU:&$?U 7K^T-e4M±g^/g^^^/V20mL^Px.T2.5^pP^Jt#bfc o V 

1.775g 

(98%) #/c 0 ^ig«'H-NMR^T|^^bfeo 
[0219] 'H-NMR (500MHz,CDC1 ) 5 (ppm)=3.18(2H, t, NH CH CH O-), 

3 2 2' 2 

3.94(2H, s, Ph-CH -CO), 4.37(2H, t, NH CH CH O-), 

2 2 2 2 

6.47-7.3K8H, m, Aromatic H, NH) 
[0220] (mMM39)T^y^?/~/\'-i??V7^?mAKTsl'ni'm^byVMDSl4. 7% 

MM^WA T i8O^<DfcT/Wct^500mg (1.25mmol/Zl*t^)Sr*57.5mL/v ? 
^^51.5mU^m^tcM. > 2M • HOSu 

0.5mU lM-WSCI-HClO.SmL, mMm38'?mbtltz.TZy^?y—/V-i??v7zz.~r 
' ?M.mm. 188.6mg (0.5mmol) <DmWc(yk :^^^=l : 1) 3mL£JlR2fo!}D;t, — g 

50%gfr&215,z L&1j\\X.rpftl'&. mfc^YVVJ*2.5g%j)\iX.Xffiftl,tc 0 

T^x^mVcfri^ mmzx—mfflz&i&istco 473.7mg<D&-fe@f£&#fc„ 9t 
[0221] (mmm4o) i?T*;zfv;^-i??vy^?mmM.<o&$. 

N^-T^/^PfcV^/W^^^fttert-^^/W 338.4mg (1.94mmok Mmtf&XM 
m^tiM). ^o^^i-^694.4mg 

(2.34mmol) £v^nn^^3mUiI^fi¥U faTfcTXDMAP 59.0mg (0.483mmol), 
WSCI-HC1 505. 3mg 
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(2.64mmoi) &tt\z.x7ofrffl® l wu m&kuz&bso&wmmjzo b»=^a* 

(95%) #fc 0 Wfjg^'H-NMR^TlRl^LfCo 
[0222] 'H-NMR (500MHz,CDC1 ) 5 (ppm)=1.45(9H, s, Boc), 1.60(2H, 

3 

quant, -NHCH CH CH NHBoc), 3.14(2H, q, 

2 2 2 

-NHCH CH CH NHBoc), 3.31(2H, q, -NHCH CH CH NHBoc), 

2 2 2 2 2 2 

3.69(2H, s, Ph-CH -CO), 4.93(1H, s, NH),6.50-7.60(9H, m, 

2 

Aromatic H, NH) 
[0223] (2)i?T^S7vs<^-i??vy^-t'?t&M&. 

±sS-e#^tl/7cBoc-^ntVUT5:K-^^n^^i-^825.0mg (1.82mmol) ©^OP^ 

(101%) #fco flKgtt'H-NMRtCTPI^Ufc. 
[0224] 'H-NMR (500MHz,CDCl ) 5 (ppm)= 1.90(2H, t, -NHCH £±L CH NH ), 

"3 2^22 

2.99(2H, t, -NHCH CH CH NH ), 

2 2 Z 2 

3.26(2H, d, -NHC±L CH CH NH ), 

2 2 2 

3.7K2H, s, Ph-CH -CO), 6.40-7.49(8H, m, Aromatic H, NH) 

z 

[0225] (mmm4i)^T^/zfo^-^u^^^mx^r^^m^-bv^^(Dsi8. 1% 

JI*W^^S80^'OfcT/Wn^200mg(0.5mmol/z:i^^{4)^7K22.5mL/^ 
^>22.5mUzmM^tcWi. 2M'HOSu 0.2mL. 1M-WSCHHC1 
0.2mU mnmOX'&bnt^T$/7v/*>--Vi?v7^?mmiM. 78.4mg 
(0.2mmo0 *>«Bft (* : 5^f> = 1:1) lmL&JG#dM;ts -«#«fc#Ufc« 5%£ll& 
**^-hy ->A7k^3mL^Px. 4B#P P 8it#U u Co Rf£*K:5<HftB&86 At L^P^* 

^i$r85%^^y— /u-e2in, i^^vi^— Tvi'-esfc^u ^ta^r 
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#A^fil8.1%fcofc 0 

[0226] (n^42) ^mnm.m%r* jv-^Y7v7^nAtT/vu^m.-rv 

^A^-26.3%)22mgtCi^42.19gi^S«t:9^5mMy^i^^g|^^:±t*^^, 
[0227] <^^m> 

$LJk2.0L/min) 

PBS, l%(DKT^v>'m~fb})VJ±mm (HA), PBStC^h^a^^^^UfcS.Tmg 
/mL<Dtrb7ti7^1-b})'?J*mm (KP). ^Jg^!|42-et^MLfcl%WT^y^ > 

(kp-ha) *mfc%»'g.bvxm\<^o 

7VY (Crj:SD^ (SPF). m^rmm) ^-^/>mmrx^m^u ta'&i&m 
^yy=^)ymm^yTy'y 

js^bfc 0 ^^^ksi^5fj (n=5) icxmmvtzo 
[0228] 2) mmmm cbk+pge mm) 
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X£\~ZO. 33mm) 

^v^t, &&mmmm&ftizmffiMWX'&z?'7i?*^> (bk) ty****??^ 

2 2 

BK&tfPGE ^S-^^^4m g/mU 2n g/mL£j&5£9f^SlUt„ 3BHS$> 

2 

[0229] 3) ^ita 

'ISJft % PBSj£-£P£JtU KP-HA>KP>HAOjl|g-e^:?iJfl]{felJ^^^:fe^tbfCo 
[0230] (|ig«!j44) 

i) ^?s^^«o^ 

/^is i?*-^ i^m^m). *- e ^m»^-f±M) ^ aa*^ (^3.0% , 

^fcS2.0L / /min) 

9yh (Crj:SD^ (SPF), tm. 6ilftfe) £^-^/W&B£TT-ir&@j£U £^^0 
ga«iJSi!i^j£<^^^>-C»l^b^ <> IS®iMIS^70%T^=i-^-enft|i^^b, 29G 

-y >^y >mm^ v-y xs? 
[0231] 2)^mmm.<^^ 
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&*PBs&mmt'r&* i%^r^u^m-rhv^mm (ha) tsxxfmn&mxm 
(kp-ha) &mkttonbLxi¥9!kuzo i%mmmmmwt^-m^m^ yyv^m 

/c(n = 5)„ 
[0232] 3)M*"& 

^3TO:jE^0$l^iE^Sr^tp) 
l:££«>JMrfT 
2:j£^tf>$tfT 

[0233] *fc, SUB&tfgg^JS: ^d^»BattffirM£$te ((*) hj/^vtfc 

m zm^xmmu i^rnxm^^w^m^mt^xm^ti $f& 

«IH3lC^-t- 0 

E12<J;«?HA&-^ KP-HA&#l£*K^;x=<TJ*&* ^««i"5as, KP-HA& 

J;«9 N KP-HA©^«HA^^J;D#fiA^^coffi^J;9Mv>^F^-eWlc^f^<=fe 
ofco E12tlll30^fc:^ft5KP-HA#i:HAi¥w^lBBS^«III^feofc 0 

[0234] mmm45) ^^mmm^n^sAiDsm^T/>ti^(D^^<Dmfi 

Mm (KP-HA) , lA2mg<D^h7°v7^%lmL<DPBSlzmML1t J 7-h7'v7^ : mWi( 
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KP) RX$lA\m&(D>r\>zfu~7zz.^'$:\mL<D 1% 

[0235] &fflk®m^^X*7y-3r*5i£-r offlV\ ^5^#^T(lmL/head, i.v.) 
%$&<D±£teO. 5mm) UtT/^ 1 m 

[0236] ^mmm^mmm^m.mm^m.¥jp^(Dm^m 

P^la50KtSl^^25G^tt#f^fflV^^a^^2mLaALTP«rt^i5fe# 
§afifiM(4 ml vol.) fclN HC1 (0.2ml) &MZ-XM.mWtVli$:$UMl,tc&. ^Mil^ft: 

mmnotc* mu^tz-mmm^T^b^hv/vmrn^mrnvxT^h^hv^mmtv 

% HPLC&fflVvT\ MtKPi£fclJ5£LfCo (B@^^^co»MKP4) 
[0237] &V^T% ±|B<^ttmSlf^^-C#bttfc7K^(ClN NaOH^P^lT^^tL, ^ 

?ariR#w«^bfco i^vNT, tK^SttK^u 4n Hc\^^<mx.^hmwvx 
mmmnti^tz^ mmtmfcm(Dmm^3-;^i)ii?i.xwL^<mw^ ±.&<D^m 

mMVXT±h^hVJ>mmtU HPLC£/flV^ HA-KPl;(j^1^KPfi)£$J5tL 

[0238] 3)mmmi®<Dmfcm*<DKPMi<Dm7£jfm 

±m (2) <Dmffim&m&utc&<Dmmwfrbmmmit&&ftM. ma^tio 
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(pH7.5) T?2mg/mL^t£TOUh:/n-rT— - ¥K(Lot NO.102K8633, SIGMA®!) 

m\m. 100*0, 5ftmx*mm&$:fi5&i:, n^tLtcm^m^Kprn^rmmm^ 
[0239] mhtitcmim^mm<D4N NaOHS^n*., murmmmwhtc 0 vc, 
mx.xm:v<mwu±ummm^m^tc 0 ^<Dmm^mmn^tc 0 
hc\zmx.xmwu mmmm:mm^tz.^ mmtmim<Dmm^=f-^mx.x 
mizT±h~hV;\'Mm&m\iLXT-Kh~hv/i'mwiku hplc£jb^-c, ig$tKPS 
[0240] mmMm^m^(DmmmKpm) 
mi, m4) 

[0241] 
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[0242] ^^«iUTKP(^J)fe5VMiKP+HA(m-a*^)Sr^U^-a'(-», 6«fW, 
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mmxm^^m^mwmmmxh^wxw^ mmmm^^^-r^t 
Wifu mmz&ft^xi¥mz7F'tb*ix.<bfrx\^ 0 *<d&^ mj^oNSAiDsit 

m&mztix&io. NSAiDs(D&ttcm£mbi,x, x<o^x^^t^m^t^>o 
[0243] xmmm46)^yhi%mmmmm^m^MzMi-^mAm(Ds)<Dm^T^/y' 

hy^A (DS18.2%) COPBS^^ 

hVVJ* (DS9.7%) CDPBS&tfgt 

hV&J* (DS4.3%) (DPBSmm 
(iv) PBS 

[0244] ±|B^iS^j44t^#(c/^^^^^^KTW^T>fbbfc^?i^r5g^ 

7±i?ffiiiaot^^ DS18%, DS10%S.t>*DS4%^ N ^vetl,DS18.2%, 
DS9.7%&tfDS4.3%^^k-f-5o Sfc, H5(^V^r, *l^^0.0Kp<0.05 
^PBSiC^UOfrif ^&<9. * *(*fe^p<0.01^PBSf^U-C*ic^fe§r 

SJt^©-CfcSDS18.2%, DS9.7%S.7J'DS4.3%(D^O-7a:-^^^At 
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[0245] (##W6)^yhl%ffiBft^a^?**^K:^S^i373i^^hy^AOiftP 

««US)Srfflv^lmL/head^>fflS:-eigPfi:#Lfeo 
[0246] KIW9: 

(ii) 0.02% v f ^ci^ 3 ,^-^-hy^A^|®T^(10%7'7fT^A) 

[0247] ±mmmm46tmm^ ^n^m^y^>^rx^ritvrc.mm^r^m 

Diclofenac 

Na(p.o.) 50mg/kgJ«:_h|B(i)(iiiffi^P)^, TDiclofenac Na(p.o.) lmg/kgJ}i±fEG0 

(DS18.2W ^WBSosiSijei^aAi-i^^^roig^fcfc^rT, -we^r 

Diclofenac-HAJ, TpBSji:bX > |E<!cLfc 0 
[0248] ^P7^^-hy^A<DHffl4fff(50mgAg)©iKPS^-^*3VNrt4, 

[0249] \mm&z&^mxtti&mmm(img/kg)<Dimn&-$mn. PBs<DMm±Amt 
&msXh®mm&btitefr<>iZo 
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[0250] (##^7) 7yM %fi||lWfi#fi^*^/W^*|-*-*^n7 3 i^^^J, KT/Ws 
[0251] 

(i) 0.1^n7xt^ 

(ii) 0A%*J?VZ7zc.^9/l%KT;V&mW&Wfo 

(iii) PBS 

[0252] ±bS^^46^Ir1#^, ^fr^B^^7-r>'KTTWT'fhbfc^^^T^^ffl 

*S*tt» ¥W**=T±«iPiMte.fcoT^£*U 0.1%Diclofenc 
Na|2J:Mi)0.1%i^a:7^^$ti^ ro.l%Diclo+HAjf*_b^(ii)0.1%v ? ^n73i^ 

6xm7££htc.v?v7^?mAtT/uv^mmmi* (dsis.2%) <nmmh&t>itx 

[0253] (|lite0U47)7^hl%flB^^^*^^/Vlr^ST5y^a/^y-/W^ct7 3 i 
-r?MK£T/Vxi^m. (65kDa) !7A N ^T^y^^-^n^a^^AfcTyW 

[0254] mmmw: 

(i) ^J6^j37-e#b^l%T^/^u/ V— ^V-^n^oi^^^AfeT/Vn^ ( 
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65kDa) -j-MJ £ A<DPBS^ 
y?J»<DPBS*g$c 

(iv) PBS 

[0255] ±mmmm44tmm^ ^n^m^^^r-^^r^tutmrn^rm^m 

#g*t±, spWSS^ariCto-C^Stt, r65kDaJf±±ffi<0l%7$y:^V— /W- 
i?^i373:-7-^a||Atr/H3i/B6 (65kDa) -^hy ?A<7>PBS^^ T^T^Kj HlUEGO 
lro^T^y^n^^^-^O^ai^^^AtT/Vn^-^hy^AOPBS^tC, l"C2J 
«±IB(iii)l%T5/^y— /I— v'^n^cn^^AtT/Wn^-T-hy^A^PBS^ 
fcfcftfc-f H8|C*5VvC, D(^^0.05<p<0.1-CPBS(C^-L-C^^ 

*{i/fe^o.oi< P <o.05-ePBS{^UT#lcM^t), * *{i^:^p<o.oi 
[0256] ^^^T^/^^V— tW:0 — o'jrtn\*T%/x#s— )\>* 

m v ^cT^y^/-/v-^n^^^At:T/n3^>by vj*mm>^ ^mmm 

^^^^^^^T5K^{^^^A$tl,fc^T5y7 > n^N°>'-^i3^ 
^ofco ^•7 fi65kDaOtT/H3V^ffiV>fcv J ^n>'3i^-^^AtT^P^ 

[0257] (^16«48)COX-2K:*H-S^n73i^7h!;^A^, #£Xfii?*n'7xrr*m 
XKT;VXi^fmi&te<Oftm (in vitro) 

Chemiluminescent COX Inhibitor Screening Assay kit (Cayman) (^&5fcC9COX-2 
IE J:^Peroxidase^^^^P£«J^^y--^^-r-5 : 3ry H trffl V vtT8Btfclfe 
4fc«lCOV*TCOX-2|fi*f1MB&WflfiLfc. 
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[0258] ttRfttft: 

(i) mMmi9X*&t>tlfZ7$Sz/'v/<;— /V- i??W7='T?mAKT/l'VZ<'mrb}) 
$ J±7kf&m (Dic-C3-HA) (200 » g/ml HAffl ^ , 80 fi M Diclofenac^ ^ ) 

^^"M^-M^^ (Dic-C2-HA, DS18.5%) (200 n g/ml 
HA*B ^ , 80 m M Diclofenac^ ^ ) 

(iii) 80»Mi??vi'7xi°f-?i-hV$J*7kmWt 

(iv) 200 m g/ml KT/^a^mi-hVV-k (HA) 

[0259] _hfS#^^S<7)m^, *3J;^©tKT'10^ n lOOfe, 1000{£^Lfc#cifc^ 
KSrf^Mb> COX Inhibitor Screening Assay kit 

*j"%-e^lEUfCo M^«lll9(a)S.t^ia9(b)^i- 0 IH9(a) {CfcV^C, TDiclofenac 
NaJfiJiBE^c^oi^^hy^A^K^^^, TDic-C3-HAj }4±1ET5:/^n/V— 
/V-^a^^^-^AtT^n^^hy $J±7kmmz^ TDic-C2-HAj i4±|BT$y 

/]s-i/?v7^?m'AtTji'u^^hyvj*7kMm^ttm-tz> 0 1219(b) ^ 

*3V ^"C % THAJ tt_h!E200 m g/mltT/V^^hy^A^^tC^-f-So 

^^»-i4fe(%)=^!^^i»^ap 4- mt&mm x 1 00 

[0260] *£Ht:, ^n^^^hyr>A^j^BJ^^^COX-2P£*^^bfc?g^^*D 
WC, ffi^^^0^o^^^^tf^a^^^^AtT/vo>'^^#:( 
Dic-C3-HA^.T^Dic-C2-HA)^COX-2P£*?£'ttSr^$^d^o^ 0 HA^Jt, 
COX-2P£^^«^^^ofCo ^OijsSjfcJ;^ in 

vivoT*O^D^^^^#AtT/VP^^##:<7>^m«v v'^ci^^^^^AtTyV 
n^^^^<7>^OO^^f4^< > HAi93Kil^^^D7^^^®@-r5 

in vivo (^#146, 47)X(Di??v7^?mAK7^v>mffim>fr<D%)$kl>K V? 
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[0261] (HiiS^J49) *7yVT*J^l/hWW£: <J^j*?M&tt&J9u7^9MJ<£TA' 
Mycobacterium butvricum (Lol No.2115687, Difco) 6mg/mL$r^-— h^V— ^"C121 

[0262] 2)K^I©jS4 

. (i) mmmi9X'nhntcl%T^^uy<y-/V-^uy^i-^mA^T^u^m( 
DS18%) ihhy ^ A<DPBS$gf& (Diclofenac-HA) 
(ii) PBS 

±BS^^W{*T>^^^haWNftl^^^^^^Tl?29G^>'v'^y>'ffl#f## 
i^U ls*J ("7VWE-) &m V ^50 p. L/jointCDffi S^iTO©Jffi'M'-JE*'H'B8fflfKl*9 l-T 

^/^h^tta:^, attftu 2, 3-H^ja:-^ufc(ti-4ia)(n=i4) 0 

[0263] 4)f?fi5 

Tv^^bitj&ltu, 1UI2&3, 5, 7, 10, 12, 14, 21, 28 0 iZ.Wffio 

•flea 

• ffi&KjE&iK (?s* • -^^^JKJSBsrp-fflWSiBa^^TK-ioicMP, 

-M±SD) 

[0264] 5)JS* 

»^ja(OW3Ri*sf>ft*H:EaiO(a) Ic, T^^^b^^J£<Dj^35^co^{±|l|l 
0(b) \Zjf-? 0 miOtd^V^, rDiclofenac-HaJfi_hf5(0l%T5y^ny^y— /k-^ 
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